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Average length of hospital stay was 1.9 days with intermittent
monitoring and 2.0 days with continuous monitoring.

Pulse ox spot checks
okay for bronchiolitis

BY PATRICE
WENDLING
IMNG Medical News

NEW ORLEANS - Inter-
mittent spot checks are as
safe as continuous pulse
oximetry monitoring in chil-
dren hospitalized with bron-
chiolitis, according to interim
results from an ongoing ran-
domized controlled trial.

Among 104 patients, the
average length of stay was 1.9
days with intermittent moni-
toring and 2.0 days with con-
tinuous monitoring (P = .98).

There was no difference in
ICU admissions and no
deaths, Dr. Russell McCulloh
said at Pediatric Hospital
Medicine 2013.

The Choosing Wisely cam-
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paign recommends against
continuous pulse oximetry
use in otherwise healthy chil-
dren hospitalized with bron-
chiolitis. Still, a variety of
monitoring strategies exist for
pulse oximetry in hospitalized
patients, with rates of hospi-
talization more than tripling
after institutionalization of
pulse oximetry in emergency
departments. Prior studies
have also shown that pulse
oximetry increases readmis-
sion rates and may prolong
time to discharge, he said.

Dr. McCulloh and his asso-
ciates in Rhode Island, Texas,
and Missouri sequentially and
separately randomized 104
patients within 24 hours of

See Pulse oximetry « page 8
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Neuropathy warning NSNS
strengthened for
fluoroquinolones

Onset seen within days of starting drug.

BY ALICIA AULT
IMNG Medical News

he Food and Drug Ad-
Tministration is requir-

ing a stronger warning
about the potential for pe-
ripheral neuropathy with
fluoroquinolone antibiotics
that are taken orally or by
injection.

The warning does not ap-
ply to topical formulations,
which have not been associ-
ated with neuropathy. Drug
labels and patient medica-
tion guides must be updat-
ed, said the agency.

The potential for neu-
ropathy was first added to
the labels of all drugs in
the class in 2004. The new
warning was necessary be-

cause “the potential rapid
onset and risk of perma-
nence were not adequately
described” in the 2004 label
iteration, the FDA noted.

Before requiring new
warnings, the FDA re-
viewed its Adverse Event
Reporting System (FAERS,
formerly known as AERS)
database.

The agency found that
cases of fluoroquinolone-
associated peripheral neu-
ropathy with an outcome
of “disability” had been re-
ported to the AERS data-
base between January 2003
and August 2012, although
the FDA did not say how
many cases it found. The

See Neuropathy « page 5
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Report: Malpractice awards hit new lows

BY MARY ELLEN
SCHNEIDER
IMNG Medical News

M alpractice lawsuit

awards are at an all-time
low, according to an analysis
from the consumer watch-
dog group Public Citizen.
But the news isn’t all
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good. Despite the fact that
malpractice awards fell
28.8% between 2003 and
2012, the drop in payments
isn’t translating into a de-
cline in overall health care
costs or improvements in
safety, according to Public
Citizen.

“We now have a decade’s

worth of data debunking the
litigation canard,” said Tay-
lor Lincoln, research director
for Public Citizen’s Congress
Watch division and the re-
port’s author. “Policy makers
need to focus on reducing
medical errors, not reducing

See Report « page 31
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|s the change in 6MWD predictive of long-term
outcomes in PAH?

CHANGAVI

It’s time to move beyond short-term functional endpoints

The continued use of change in GMWD as a primary endpoint in PAH clinical trials is being challenged
by leading researchers.”* Recent studies suggest this measure does not explain a large proportion
of the treatment effect on clinical outcomes."* While experts acknowledge the clinical importance of
6MWD, they suggest the exploration of alternative primary endpoints.’24

Now is the time for a new perspective on change in 6MWD as a primary endpoint. The PAH expert
community has called for future PAH studies to deliver data on the long-term effect of therapy on
clinical outcomes, such as hospitalizations and mortality.25>6 Actelion is committed to investigating
this evolving perspective in PAH.

References: 1. Gabler NB, French B, Strom BL, et al. Validation of six-minute-walk distance as a surrogate endpoint in pulmonary arterial hypertension trials. Circulation. 2012;126:349-356. 2. McLaughlin VV,
Badesch DB, Delcroix M, et al. End points and clinical trial design in pulmonary arterial hypertension. J Am Coll Cardiol. 2009;54:597-S107. 3. Savarese G, Paolillo SP, Costanzo P, et al. Do changes of
6-minute walk distance predict clinical events in patients with pulmonary arterial hypertension? J Am Coll Cardiol. 2012;60:1192-1201. 4. Snow JL, Kawut SM. Surrogate end points in pulmonary arterial
hypertension: assessing the response to therapy. Clin Chest Med. 2007;28:75-89. 5. Gomberg-Maitland M, Dufton C, Oudiz RJ, Benza RL. Compelling evidence of long-term outcomes in pulmonary
arterial hypertension? J Am Coll Cardiol. 2011;57:1053-1061. 6. Galié N, Manes A, Negro L, Palazzini M, Bacchi-Reggiani M, Branzi A. A meta-analysis of randomized controlled trials in pulmonary arterial
hypertension. Eur Heart J. 2009;30:394-403.

© 2013 Actelion Pharmaceuticals US, Inc. All rights reserved. ACT-00254
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Benefits and limitations of 6MWT endpoint24
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* Results affected by musculoskeletal
factors

e Ease of use, low cost

¢ Allows assessment of daily
functioning * High within-subject variability

« Accepted by regulatory agencies * May have a threshold effect

» Variability based on other activities
on the day of testing
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Dependency

BY SHARON WORCESTER
IMNG Medical News

mokers who are heavily addict-

ed to nicotine are significantly

more likely to gain weight when
they try to quit, researchers report.

Investigators studying 186 patients

who successfully quit smoking after
receiving nicotine replacement thera-
py at an outpatient clinic found that
mean body mass index increased sig-
nificantly from 23.5 kg/m? at an ini-
tial consultation to 23.9 kg/m? at 3
months after the start of therapy.
A high Fagerstrom Test for Nicotine
Dependence (FTND) score, indicat-
ing severe dependency, was found on
multivariate analysis to be the
strongest predictor of increase (using
a gender-adjusted standardized coefti-
cient), Dr. Maki Komiyama of Kyoto

n NEWS SEPTEMBER 2013 o CHEST PHYSICIAN

predicts smoking-cessation weight gain

(Japan) Medical Center and col-
leagues reported their findings in the
open access journal PLoS One
(doi:10.1371/journal.pone.0072010).

The findings are important because
associated weight gain is linked with
greater risk of glucose intolerance
and a reduction in the beneficial ef-
fects that quitting has on pulmonary
function, they reported.

The ability to predict which pa-
tients are likely to gain weight during
smoking-cessation therapy — and per-
forming weight control accordingly
at the outset — could lead to im-
proved outcomes, and the findings of
this study may be useful for discrimi-
nating such patient groups.

Study participants were 132 men
and 54 women with a mean age of
59.6 years who visited the smoking-
cessation clinic at the National Hos-
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pital Organization Kyoto Medical
Center between July 2007 and No-
vember 2011 and successfully quit
smoking.

Other factors found on univariate
analysis to be significantly associated
with BMI increase included triglyc-
eride level, high-density lipoprotein
cholesterol, and daily cigarette con-
sumption. “To further investigate ...
we performed multivariate analysis.
The results demonstrated that the
triglyceride level and FTND score
were factors determining the post-
cessation BMI increase, and that the
FTND score was the strongest one,”
the investigators wrote.

An FTND score of 8 or more (on a
scale of 1-10) was associated with
larger postcessation BMI increase,
and the increase was statistically sig-
nificant when compared with the lev-
el of BMI increase in those with a
score of 7 or less, they noted.

With the exception of two patients
who did not receive treatment, partici-
pants were treated with either oral
varenicline (95 patients) or nicotine
patch (89 patients). No difference was
seen between the groups with respect
to BMI increase, but the varenicline
group had higher nicotine dependency.

They also noted that, in their study,
“although a significant increase in BMI
was confirmed after smoking-cessa-
tion therapy, the BMI increase was
only 0.4 kg/m? (1.1 kg), which is much
smaller than reported in previous stud-
ies for people who quit smoking on
their own initiative (2.8-3.8 kg).”

Additional study is needed to deter-
mine the appropriate timing for initi-
ating interventions against
post—smoking cessation weight gain.

The study was supported by a
grant-in-aid from the National Hospi-
tal Organization and the Pfizer
Health Research Foundation. The au-
thors reported that varenicline is
manufactured by Pfizer but con-
firmed “that this does not alter their
adherence to all the PLoS One poli-
cies on sharing data and materials.”

VIEW ON THE NEWS

Dr. Vera DePalo, FCCP, com-
ments: In addition to helping
stratify patients likely to have
post-cessation
weight gain,
the Fager-
strom Test
for Nicotine
Dependence
may be a tool
in the jour-
ney toward
smoking ces-
sation. The test, a short survey
of tobacco use, may be helpful
in aiding patients to understand
the hold their tobacco-use habit
has and move them toward at-
tempts at smoking cessation at
an earlier point in time. Targeted
weight control strategies may
help improve overall cessation
success rates.
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Quinolones earn new warning label

Neuropathy from page 1

reports indicated a rapid onset of pe-
ripheral neuropathy, often within a
few days of starting the quinolone.
Some cases reported neuropathy that
continued for a year, even though
the medication had been stopped.
The database was not able to show
whether neuropathy was permanent,

Some cases reported
neuropathy that continued for
a year, even though the
medication had been stopped.

however, because it is designed to
collect spontaneous reports.

The FDA said it had not been able
to identify any risk factors for the de-
velopment of peripheral neuropathy.
But the onset of the condition
seemed to have no correlation with
the patient’s age or how long they
took the antibiotic.

The updated warnings apply to
all approved fluoroquinolones: lev-
ofloxacin (Levaquin), ciprofloxacin
(Cipro), moxifloxacin (Avelox), nor-
floxacin (Noroxin), ofloxacin (Flox-
in), and gemifloxacin (Factive).

According to the FDA, 23 million
outpatients were prescribed an oral
quinolone in 2011. A total of 70% re-

VIEW ON THE NEWS

Dr. Marcos I. Restrepo, FCCP,
comments: This upgraded rec-
ommendation warning alerting
for the risk of peripheral neu-
ropathy associated with the use
of systemic fluoroquinolones
is a matter of public health con-
cern.
Clinicians
should bal-
ance risks and
benefits be-
fore prescrib-
ing oral or
injected fluo-
roquinolones,
alert the pa-
tients about related peripheral
neuropathy symptoms after order-
ing fluoroquinolones, and advise
on prompt reporting in order to
stop the medication immediately.
A better understanding of the
risk factors and prognosis asso-
ciated with the use of fluoro-
quinolones should be a priority
because of the high utilization
of systemic fluoroquinolones in
clinical practice.

ceived ciprofloxacin; 28% were pre-
scribed levofloxacin; and 9% were
given moxifloxacin. Gemifloxacin,
ofloxacin, and norfloxacin each ac-
counted for less than 1% of those pa-

tients in 2011.

There were 3.8 million inpatients
who received an injectable quinolone
in 2011. The most-prescribed was lev-
ofloxacin, accounting for 63% of pre-
scriptions, followed by ciprofloxacin
(28%) and moxifloxacin (13%).

The agency recommended that
patients who develop neuropathy

symptoms stop taking the quinolone
and be treated with a different an-
tibiotic, unless the benefit outweighs
the risk.

Patients taking the medications
who develop symptoms are urged to
tell their physician immediately.

aault@frontlinemedcom.com
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Important Safety Information

Spiriva® HandiHaler® (tiotropium bromide inhalation powder) is
contraindicated in patients with a history of hypersensitivity to tiotropium,
ipratropium (atropine derivatives), or any components of SPIRIVA capsules.

SPIRIVA HandiHaler is not indicated for the initial treatment of acute episodes
of bronchospasm, i.e., rescue therapy.

Immediate hypersensitivity reactions, including urticaria, angioedema (swelling
of lips, tongue or throat), rash, bronchospasm, anaphylaxis, or itching may
occur after administration of SPIRIVA. Additionally, inhaled medicines, including
SPIRIVA, may cause paradoxical bronchospasm. If any of these occurs,
treatment with SPIRIVA should be stopped and other treatments considered.

Use with caution in patients with severe hypersensitivity to milk proteins.

SPIRIVA HandiHaler should be used with caution in patients with narrow-angle
glaucoma or urinary retention. Prescribers should instruct patients to consult
a physician immediately should any signs or symptoms of narrow-angle
glaucoma, or prostatic hyperplasia or bladder-neck obstruction occur.

SPIRIVA may interact additively with concomitantly used anticholinergic
medications. Avoid coadministration with other anticholinergic-containing drugs.

Why wait?

’ Start SPIRIVA
=7 at COPD diagnosis

The only long-acting anticholinergic
bronchodilator indicated to reduce
COPD exacerbations'

~ Lowest branded co-pay for 96% of patients covered
by commercial and Medicare Part D plans?

4 The #1-prescribed branded COPD maintenance
medication?

4 Prescribed for over 6 million US patients since 20042

The most common adverse reactions in the 1-year placebo-controlled trials
were dry mouth, upper respiratory tract infection, sinusitis, pharyngitis,
non-specific chest pain, and urinary tract infection. In addition, the most
commonly reported adverse reactions from the 4-year trial not included
above were headache, constipation, depression, insomnia, and arthralgia.

Indication

SPIRIVA HandiHaler is indicated for the long-term, once-daily,
maintenance treatment of bronchospasm associated with chronic
obstructive pulmonary disease (COPD), including chronic bronchitis
and emphysema, and for reducing COPD exacerbations.

Please see accompanying Brief Summary of full
Prescribing Information.

Visit SPIRIVA.com to find out how SPIRIVA can help your COPD patients breathe better long term

References: 1. SPIRIVA Prescribing Information. Ridgefield, CT: Boehringer Ingelheim
Pharmaceuticals, Inc; 2013. 2. Data on file. Boehringer Ingelheim Pharmaceuticals, Inc.

@ Boehringer
"ll Ingelheim

SPIRIVA was developed by Boehringer Ingelheim and is being co-promoted by Boehringer Ingelheim and Pfizer.
SV574406PROF

Copyright ©2013, Boehringer Ingelheim Pharmaceuticals, Inc. All rights reserved.  (08/13)

Once-Daily

SPIRIVA HandiHaler

EA (tiotropium bromide inhalation powder)
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Most pulmonary embolism patients can be sent home

BY MITCHEL L. ZOLER
IMNG Medical News

and Haemostasis. “We want to iden-
tify patients for whom nothing bad
will happen. We showed that two-
thirds of patients did well and didn’t
need anything from the hospital and
didn’t benefit from being in the hos-

care hospital with an acute pul-
monary embolism had no acute dete-
rioration and required no short-term
hospital-based interventions, in an
analysis of 298 patients seen over a 2-
year period.

The finding “supports the asser-
tion that outpatient treatment of pa-
tients with pulmonary embolism
[PE] is safe,” said Dr. Christopher
Kabrhel at the 24th Congress of the
International Society on Thrombosis

AMSTERDAM - Two-thirds of pa-
tients who presented to the emer-
gency department of a U.S. tertiary

SPIRIVA® HandiHaler® (tiotropium bromide inhalation powder)
Capsules for Respiratory Inhalation

BRIEF SUMMARY OF PRESCRIBING INFORMATION

Please see package insert for full Prescribing Information

DO NOT Swallow SPIRIVA Capsules
FOR ORAL INHALATION ONLY with the HandiHaler Device

INDICATIONS AND USAGE: SPIRIVA HandiHaler (tiotropium bromide inhalation powder) is indicated
for the long-term, once-daily, maintenance treatment of bronchospasm associated with chronic
obstructive pulmonary disease (COPD), including chronic bronchitis and emphysema. SPIRIVA
HandiHaler is indicated to reduce exacerbations in COPD patients.

CONTRAINDICATIONS: SPIRIVA HandiHaler is contraindicated in patients with a hypersensitivity to
tiotropium, ipratropium, or any components of SPIRIVA capsules [see WARNINGS AND PRECAUTIONS).
In clinical trials and postmarketing experience with SPIRIVA HandiHaler, immediate hypersensitivity
reactions, including angioedema (including swelling of the lips, tongue, or throat), itching, or rash
have been reported.

WARNINGS AND PRECAUTIONS: Not for Acute Use: SPIRIVA HandiHaler is intended as a once-
daily maintenance treatment for COPD and is not indicated for the initial treatment of acute
episodes of bronchospasm (i.e., rescue therapy). Immediate Hypersensitivity Reactions:
Immediate hypersensitivity reactions, including urticaria, angioedema (including swelling of the
lips, tongue, or throat), rash, bronchospasm, anaphylaxis, or itching, may occur after administration
of SPIRIVA HandiHaler. If such a reaction occurs, therapy with SPIRIVA HandiHaler should be stopped
at once and alternative treatments should be considered. Given the similar structural formula
of atropine to tiotropium, patients with a history of hypersensitivity reactions to atropine or its
derivatives should be closely monitored for similar hypersensitivity reactions to SPIRIVA HandiHaler.
In addition, SPIRIVA HandiHaler should be used with caution in patients with severe hypersensitivity
to milk proteins. Paradoxical Bronchospasm: Inhaled medicines, including SPIRIVA HandiHaler,
can produce paradoxical bronchospasm. If this occurs, treatment with SPIRIVA HandiHaler should
be stopped and other treatments considered. Worsening of Narrow-Angle Glaucoma: SPIRIVA
HandiHaler should be used with caution in patients with narrow-angle glaucoma. Prescribers and
patients should be alert for signs and symptoms of acute narrow-angle glaucoma (e.g., eye pain
or discomfort, blurred vision, visual halos or colored images in association with red eyes from
conjunctival congestion and corneal edema). Instruct patients to consult a physician immediately
should any of these signs or symptoms develop. Worsening of Urinary Retention: SPIRIVA
HandiHaler should be used with caution in patients with urinary retention. Prescribers and patients
should be alert for signs and symptoms of prostatic hyperplasia or bladder-neck obstruction (e.g.,
difficulty passing urine, painful urination). Instruct patients to consult a physician immediately
should any of these signs or symptoms develop. Renal Impairment: As a predominantly renally
excreted drug, patients with moderate to severe renal impairment (creatinine clearance of <50 mL/min)
treated with SPIRIVA HandiHaler should be monitored closely for anticholinergic side effects.
ADVERSE REACTIONS: The following adverse reactions are described, or described in greater detail,
in other sections: Inmediate hypersensitivity reactions [see Warnings and Precautions]; Paradoxical
bronchospasm [see Warnings and Precautions); Worsening of narrow-angle glaucoma [see Warnings
and Precautions]; Worsening of urinary retention [see Warnings and Precautions]. Clinical Trials
Experience: Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice. 6-Month to 1-Year Trials: The
data described below reflect exposure to SPIRIVA HandiHaler in 2663 patients. SPIRIVA HandiHaler
was studied in two 1-year placebo-controlled trials, two 1-year active-controlled trials, and two
6-month placebo-controlled trials in patients with COPD. In these trials, 1308 patients were treated
with SPIRIVA HandiHaler at the recommended dose of 18 mcg once a day. The population had an
age ranging from 39 to 87 years with 65% to 85% males, 95% Caucasian, and had COPD with a
mean pre-bronchodilator forced expiratory volume in one second (FEV,) percent predicted of 39%
to 43%. Patients with narrow-angle glaucoma, or symptomatic prostatic hypertrophy or bladder
outlet obstruction were excluded from these trials. An additional 6-month trial conducted in a Vet-
eran’s Affairs setting is not included in this safety database because only serious adverse events
were collected. The most commonly reported adverse drug reaction was dry mouth. Dry mouth was
usually mild and often resolved during continued treatment. Other reactions reported in individ-
ual patients and consistent with possible anticholinergic effects included constipation, tachycardia,
blurred vision, glaucoma (new onset or worsening), dysuria, and urinary retention. Four multicenter,
1-year, placebo-controlled and active-controlled trials evaluated SPIRIVA HandiHaler in patients with
COPD. Table 1 shows all adverse reactions that occurred with a frequency of =3% in the SPIRIVA
HandiHaler group in the 1-year placebo-controlled trials where the rates in the SPIRIVA HandiHaler
group exceeded placebo by =1%. The frequency of corresponding reactions in the ipratropium-
controlled trials is included for comparison.

R( only

Table 1 Adverse Reactions (% Patients) in One-Year COPD Clinical Trials
Body System (Event) Placebo-Controlled Trials Ipratropium-
Controlled Trials
SPIRIVA  Placebo SPIRIVA  Ipratropium
(n=550) (n=371) (n=356) (n=179)
Body as a Whole
Chest Pain (non-specific) 7 5 5 2
Edema, Dependent 5 4 3 5
Gastrointestinal System Disorders
Dry Mouth 16 3 12 6
Dyspepsia 6 5 1 1
Abdominal Pain 5 3 6 6
Constipation 4 2 1 1
Vomiting 4 2 1 2
Musculoskeletal System
_Myalgia 4 3 4 3
Resistance Mechanism Disorders
Infection 4 3 1 3
Moniliasis 4 2 3 2
Respiratory System (Upper)
Upper Respiratory Tract Infection Il 37 43 35
Sinusitis 11 9 3 2
Pharyngitis 9 7 7 3
Rhinitis 6 5 3 2
Epistaxis 4 2 1 1
Skin and Appendage Disorders
Rash 4 2 2 2
Urinary System
Urinary Tract Infection 7 5 4 2

Arthritis, coughing, and influenza-like symptoms occurred at a rate of =3% in the SPIRIVA HandiHaler
treatment group, but were <1% in excess of the placebo group. Other reactions that occurred in the
SPIRIVA HandiHaler group at a frequency of 1% to 3% in the placebo-controlled trials where the rates
exceeded that in the placebo group include: Body as a Whole: allergic reaction, leg pain; Central
and Peripheral Nervous System: dysphonia, paresthesia; Gastrointestinal System Disorders: gastro-
intestinal disorder not otherwise specified (NOS), gastroesophageal reflux, stomatitis (including ulcerative
stomatitis); Metabolic and Nutritional Disorders: hypercholesterolemia, hyperglycemia; Musculoskel-
etal System Disorders: skeletal pain; Cardiac Events: angina pectoris (including aggravated angina
pectoris); Psychiatric Disorder: depression; Infections: herpes zoster; Respiratory System Disorder
(Upper): \aryngitis; Vision Disorder: cataract. In addition, among the adverse reactions observed in
the clinical trials with an incidence of <1% were atrial fibrillation, supraventricular tachycardia,
angioedema, and urinary retention. In the 1-year trials, the incidence of dry mouth, constipation,
and urinary tract infection increased with age [see Use in Specific Populations]. Two multicenter,
6-month, controlled studies evaluated SPIRIVA HandiHaler in patients with COPD. The adverse
reactions and the incidence rates were similar to those seen in the 1-year controlled trials. 4-Year
Trial: The data described below reflect exposure to SPIRIVA HandiHaler in 5992 COPD patients in
a 4-year placebo-controlled trial. In this trial, 2986 patients were treated with SPIRIVA HandiHaler
at the recommended dose of 18 mcg once a day. The population had an age range from 40 to
88 years, was 75% male, 90% Caucasian, and had COPD with a mean pre-bronchodilator FEV, per-
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analyzed with a frequency of =3% in the SPIRIVA HandiHaler group where the rates in the SPIRIVA
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placebo): pharyngitis (12.5%, 10.8%), sinusitis (6.5%, 5.3%), headache (5.7%, 4.5%), constipa-
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include: dehydration, skin ulcer, stomatitis, gingivitis, oropharyngeal candidiasis, dry skin, skin infec-
tion, and joint swelling. Postmarketing Experience: Adverse reactions have been identified during
worldwide post-approval use of SPIRIVA HandiHaler. Because these reactions are reported voluntarily
from a population of uncertain size, it is not always possible to reliably estimate their frequency
or establish a causal relationship to drug exposure. These adverse reactions are: application site
irritation (glossitis, mouth ulceration, and pharyngolaryngeal pain), dizziness, dysphagia, hoarse-
ness, intestinal obstruction including ileus paralytic, intraocular pressure increased, oral candidiasis,
palpitations, pruritus, tachycardia, throat irritation, and urticaria.

DRUG INTERACTIONS: Sympathomimetics, Methylxanthines, Steroids: SPIRIVA HandiHaler
has been used concomitantly with short-acting and long-acting sympathomimetic (beta-agonists)
bronchodilators, methylxanthines, and oral and inhaled steroids without increases in adverse drug
reactions. Anticholinergics: There is potential for an additive interaction with concomitantly used
anticholinergic medications. Therefore, avoid coadministration of SPIRIVA HandiHaler with other
anticholinergic-containing drugs as this may lead to an increase in anticholinergic adverse effects
[see Warnings and Precautions and Adverse Reactions]. Cimetidine, Ranitidine: No clinically signif-
icant interaction occurred between tiotropium and cimetidine or ranitidine.

USE IN SPECIFIC POPULATIONS: Pregnancy: Teratogenic Effects, Pregnancy Category C: There are
no adequate and well-controlled studies in pregnant women. SPIRIVA HandiHaler should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus. No evidence of
structural alterations was observed in rats and rabbits at inhalation tiotropium doses of up to approx-
imately 660 and 6 times the recommended human daily inhalation dose (RHDID) on a mg/m? basis,
respectively. However, in rats, tiotropium caused fetal resorption, litter loss, decreases in the number
of live pups at birth and the mean pup weights, and a delay in pup sexual maturation at inhalation
tiotropium doses of approximately 35 times the RHDID on a mg/m2 basis. In rabbits, tiotropium
caused an increase in post-implantation loss at an inhalation dose of approximately 360 times the
RHDID on a mg/m2 basis. Such effects were not observed at inhalation doses of approximately 4 and
80 times the RHDID on a mg/m2 basis in rats and rabbits, respectively. These dose multiples may be
over-estimated due to difficulties in measuring deposited doses in animal inhalation studies. Labor
and Delivery: The safety and effectiveness of SPIRIVA HandiHaler has not been studied during labor
and delivery. Nursing Mothers: Clinical data from nursing women exposed to tiotropium are not
available. Based on lactating rodent studies, tiotropium is excreted into breast milk. It is not known
whether tiotropium is excreted in human milk, but because many drugs are excreted in human milk
and given these findings in rats, caution should be exercised if SPIRIVA HandiHaler is administered to
a nursing woman. Pediatric Use: SPIRIVA HandiHaler is approved for use in the maintenance treat-
ment of bronchospasm associated with COPD and for the reduction of COPD exacerbations. COPD
does not normally occur in children. The safety and effectiveness of SPIRIVA HandiHaler in pediatric
patients have not been established. Geriatric Use: Of the total number of patients who received
SPIRIVA HandiHaler in the 1-year clinical trials, 426 were <65 years, 375 were 65 to 74 years, and
105 were =75 years of age. Within each age subgroup, there were no differences between the
proportion of patients with adverse events in the SPIRIVA HandiHaler and the comparator groups
for most events. Dry mouth increased with age in the SPIRIVA HandiHaler group (differences from
placebo were 9.0%, 17.1%, and 16.2% in the aforementioned age subgroups). A higher frequency of
constipation and urinary tract infections with increasing age was observed in the SPIRIVA HandiHaler
group in the placebo-controlled studies. The differences from placebo for constipation were 0%,
1.8%, and 7.8% for each of the age groups. The differences from placebo for urinary tract infections
were —0.6%, 4.6%, and 4.5%. No overall differences in effectiveness were observed among these
groups. Based on available data, no adjustment of SPIRIVA HandiHaler dosage in geriatric patients
is warranted. Renal Impairment: Patients with moderate to severe renal impairment (creatinine
clearance of <50 mL/min) treated with SPIRIVA HandiHaler should be monitored closely for anticho-
linergic side effects [see Warnings and Precautions]. Hepatic Impairment: The effects of hepatic
impairment on the pharmacokinetics of tiotropium were not studied.

OVERDOSAGE: High doses of tiotropium may lead to anticholinergic signs and symptoms. How-
ever, there were no systemic anticholinergic adverse effects following a single inhaled dose of up to
282 mcg tiotropium in 6 healthy volunteers. In a study of 12 healthy volunteers, bilateral conjunctivitis
and dry mouth were seen following repeated once-daily inhalation of 141 mcg of tiotropium. Accidental
Ingestion: Acute intoxication by inadvertent oral ingestion of SPIRIVA capsules is unlikely
since it is not well-absorbed systemically. A case of overdose has been reported from postmar-
keting experience. A female patient was reported to have inhaled 30 capsules over a 2.5 day period,
and developed altered mental status, tremors, abdominal pain, and severe constipation. The patient
was hospitalized, SPIRIVA HandiHaler was discontinued, and the constipation was treated with an
enema. The patient recovered and was discharged on the same day. No mortality was observed at
inhalation tiotropium doses up to 32.4 mg/kg in mice, 267.7 mg/kg in rats, and 0.6 mg/kg in dogs.
These doses correspond to 7300, 120,000, and 850 times the recommended human daily inhalation
dose on a mg/m2 basis, respectively. These dose multiples may be over-estimated due to difficulties
in measuring deposited doses in animal inhalation studies.
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pital. We need to identify some of
these patients,” soon after they pre-
sent in the emergency department,
said Dr. Kabrhel, a surgeon and
emergency-medicine physician at
Massachusetts General Hospital and
Harvard Medical School in Boston.
If reliable risk markers can be found
with further research, “perhaps we
can identify half of the two-thirds—a
third of all patients who come to the
emergency department with a
PE-who we know will be safe with

‘We showed that two-thirds of
patients did well and didn’t
need anything from the hospital
and didn’t benefit from being in
the hospital.’

outpatient treatment so we can send
those patients home from the emer-
gency department and not admit
them.”

Most symptomatic U.S. patients
who come to an emergency depart-
ment, and are diagnosed with a PE
are immediately admitted to the hos-
pital. In the current study, the hospi-
talization rate was 92% with a
median length of stay of 3 days. “We
need a better rule to decide whether
a patient needs hospitalization. We
need to find which patients benefit
from hospitalization,” Dr. Kabrhel
said in an interview.

He and his associates reviewed 298
adults 18 years or older who present-
ed to the Massachusetts General
Hospital emergency department dur-
ing October 2009 through December
2011 with a radiographically proven
PE diagnosed within 24 hours of ar-
rival. They averaged 59 years old, half
were women, and the most common
comorbidity was malignancy in 107
patients (36%).

The study’s primary outcome was
any clinical deterioration or need for
hospital-based intervention during
the 5 days following presentation at
the emergency department, includ-
ing the need for advanced cardiac life
support, the development of a new
cardiac dysrhythmia, the develop-
ment of hypoxia or hypotension, the
need for thrombolysis or thrombec-
tomy, recurrent PE, or death. These

Continued on following page
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Tdap or not, antibiotics needed after pertussis exposure

BY BRUCE JANCIN
IMNG Medical Media

VAIL, COLO. - It’s a question hos-
pital infection control officers field
from physicians and other health care
personnel every time a pertussis ex-
posure occurs: “I've been vaccinated,
so why do I have to get a course of
azithromycin for postexposure pro-
phylaxis?”

The Advisory Committee on Im-
munization Practices (ACIP) based
its updated recommendation for an-
tibiotic postexposure prophylaxis
on the findings of a randomized tri-
al known as the Vanderbilt Study.
The results, while nondefinitive,
suggested that a policy of watchful
waiting with daily symptom moni-
toring for 21 days post exposure
may not be as effective as
azithromycin postexposure prophy-
laxis in preventing pertussis infec-
tion, Dr. Ann-Christine Nyquist
explained at the annual Pediatric In-
fectious Diseases Conference spon-
sored by the Children’s Hospital
Colorado.

The ACIP recommendation is for
antibiotic prophylaxis for all pertus-
sis-exposed health care workers
likely to secondarily expose high-
risk patients, such as neonates and
pregnant women. Other vaccinated
health care workers could receive

Continued from previous page

events occurred in 99 patients (33%); of these, 28

either postexposure prophylaxis or
21 days of symptom monitoring
with prompt antimicrobial therapy
to be started should pertussis symp-
toms arise.

For Dr. Nyquist, the issue is a no-
brainer. The vaccine is not 100%
protective, the duration of protec-
tion is uncertain, and the adverse
impact of a pertussis outbreak in a
health care facility is enormous.

“When I put on my hospital epi-
demiologist hat and I think about
pertussis in my hospital, it scares
me to death. I would give everyone
I was concerned about 5 days of
azithromycin at $60 a pop,” said Dr.
Nyquist, professor of pediatrics at
the University of Colorado, Denver.

The children’s hospital affiliated
with Vanderbilt University,
Nashville, Tenn., has a universal
tetanus-diphtheria-acellular pertus-
sis (T'dap) vaccine immunization
policy for all health care personnel.
So it was an ideal location for a ran-
domized comparison of two strate-
gies to prevent infection following
pertussis exposure in vaccinated
physicians, nurses, and other health
care personnel.

Following a pertussis exposure,
health care personnel were ran-
domized to 5 days of azithromycin
or 21 days of watchful waiting. A
bona fide exposure typically in-

volved face-to-face exposure within
a few feet when the health care
provider wasn’t wearing a mask, or
ungloved contact with a patient’s
secretions.

Although 1,091 health care per-
sonnel enrolled in the trial, during a
30-month period only 86 subjects

‘I would give
everyone | was
concerned about
5 days of
azithromyein at
$60 a pop.’

DR. NYQUIST

were randomized, limiting the sta-
tistical power of the findings. The
key result: Only 1 of 42 patients
who received postexposure prophy-
laxis met the prespecified definition
of pertussis, compared with 6 of 44
in the watchful waiting group.
However, pertussis infection was
defined quite strictly as a positive
culture or PCR, a twofold increase
in anti—pertussis toxin titer, or a sin-
gle anti—pertussis toxin titer of at
least 94 enzyme-linked immunosor-
bent assay units per milliliter. In
fact, not a single study participant
developed symptomatic pertussis,
and the investigators concluded

that “it is likely that none of the
health care personnel who met the
predefined serologic or PCR for in-
fection were truly infected with
pertussis” (Clin. Infect. Dis.
2012;54:938-45).

Dr. Nyquist noted that the Cen-
ters for Disease Control and Pre-
vention has identified health care
workers as being at the epicenter of
numerous pertussis outbreaks in
hospitals. Health care personnel
have regular contact with infected
patients, and as adults they have
waning immunity. The cost per hos-
pital outbreak was calculated by the
CDC at $44,000-$75,000.

“But that figure doesn’t include
the human pain and suffering,
which I would multiply maybe
times five,” she added.

ACIP recommends that all health
care personnel with direct patient
contact in hospitals or ambulatory
settings receive a single dose of
Tdap. In addition, at its June meet-
ing ACIP directed the Pertussis Vac-
cines Work Group to explore the
possibility of giving a booster dose
of Tdap to health care workers in
order to beef up their protection.

Dr. Nyquist reported having no
relevant financial relationships with
any commercial interests.

bjancin@frontlinemedcom.com

failure, or chronic lung disease. But these scores
are only able to predict the outcomes we exam-
ined with 70% sensitivity,” Dr. Kabrhel said.

patients (9% of the total group) had “severe” dete-
rioration or required a “major” intervention.
Twelve patients (4%) died within 30 days of their
initial emergency presentation. The most common
acute complication was the need for respiratory
support, in about 55 patients, followed by hypoten-
sion, in about 34.

A multivariate analysis identified five baseline
factors that significantly correlated with the prima-
ry outcome. Patients who had normal vital signs at
baseline had a 79% reduced rate of significant de-
terioration or need for hospital-based intervention.

The other four factors were linked with in-
creased rates of deterioration and need for inter-
vention: Right heart strain caused by the PE and
identified by an echocardiogram boosted the risk
of a bad outcome more than fourfold, coronary
disease and cerebrovascular disease each were
tied to a more than threefold increased rate, and
residual deep vein thrombosis was linked with a
more than doubled rate of bad outcomes.

The subset of patients with the most severe out-
comes had only one direct correlation with bad
outcomes, right heart strain on echo. This subset
of patients also showed a protective link against
bad outcomes when their systolic blood pressure
never fell below 90 mm Hg.

4

Most PE patients are immediately admitted, said
Dr. Christopher Kabrhel.

In contrast to these factors linked to 5-day out-
comes, two different types of patient factors were
significantly linked with 30-day mortality: having a
malignancy and having chronic lung disease.

“Previously validated clinical prediction rules
that looked at outcomes after PE were primarily
validated based on 30-day mortality or recurrent
PE, and included factors like having cancer, heart

MiTCHEL L. ZoLER/IMNG MEeDpIcAL MEDIA

He found this out by running the numbers he
collected through three validated scores for pre-
dicting PE outcome: the Geneva Prediction Score
(Ann. Intern. Med. 2006;144:165-71), the Severity
Index (Am. J. Respir. Crit. Care Med. 2005;
172:1041-6), and the Simplified Pulmonary Em-
bolism Severity Index (Arch. Intern. Med.
2010;170:1383-9). “Predictors of all-cause 30-day
mortality are different than predictors of short-
term outcomes” in PE patients, he said.

“We found that echo is a very good predictor of
short-term outcomes, and also abnormal vital
signs. The key point is we need to look at out-
comes that are relevant to the decisions made” in
the emergency department, Dr. Kabrhel said.
“Looking at 30-day mortality in patients who are
only hospitalized for 3 days doesn’t really inform
the decision on who should be in the hospital. I
would suggest caution on using [prediction] tools
validated against 30-day mortality and recurrent
PE to determine what to do acutely. We need bet-
ter rules to decide which PE patients need hospi-
talization.”

Dr. Kabrhel said he has been a consultant to Di-
agnostica Stago, and is an officer for LitPulse.

mzoler@frontlinemedcom.com
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Spot checks suffice in bronchiolitis

Pulse oximetry from page 1

floor admission to continuous moni-
toring with a pulse oximeter in place,
regardless of oxygen saturation status,
or to intermittent monitoring with
scheduled nursing vital signs checks
every 4 hours, supplemental oxygen
and continuous monitoring if blood
oxygen saturation was consistently be-
low 90%, and a return to spot checks
once the patient was weaned from
oxygen. Pulse oximetry was moni-
tored at the bedside, not centrally.
The intermittent and continuous
monitoring groups had similar rates
of utilization of diagnostic tests in-
cluding chest x-rays (58% vs. 48%), re-
spectively), multiplex viral testing
(34.6% vs. 46.2%), rapid respiratory
syncytial virus testing (25% vs. 29%),
and blood cultures (29% vs. 25%),
said Dr. McCulloh, who started the
study while an infectious disease fel-
low at Rhode Island Hospital in Prov-
idence and is now with Children’s
Mercy Hospital in Kansas City, Mo.
Therapeutic measures were also
similar in the two groups, including
use of IV fluids (65.4% intermittent
vs. 73% continuous), supplemental

“We're ... saying don’t do continuous
monitoring,” said Dr. Russell McCulloh.

oxygen (33% vs. 36.5%), bronchodila-
tors (88.5% vs. 90.4%), and antibi-
otics (21.2% vs. 17.3%)).

Children monitored continuously in-
curred no additional health care costs
compared with those intermittently
monitored, Dr. McCulloh said at the
meeting. The average cost of all diag-
nostic testing, including pulse oxime-
try monitoring, was similar: $203.80
for continuous monitoring and

PATRICE WENDLING/IMNG MEDICAL MEDIA

$179.80 for intermittent monitoring.

The lack of a significant difference is
not surprising since the children didn’t
enter the study until after they were
admitted to the hospital, and much of
the diagnostic testing occurs in the
emergency department and not on the
hospital floor, he said in an interview.

Dr. McCulloh observed that parental
acceptance of the monitoring strategy
varied by patient age. Parents of
younger children were happier with
continuous monitoring, while those
with older children were more com-
fortable with intermittent spot checks.

At baseline, children monitored in-
termittently were significantly older
(6.6 months vs. 3.5 months) and more
likely to have otitis media on admis-
sion (23% vs. 7.7%). Family history of
wheeze was similar in both groups
(54% vs. 40.4%), as was tobacco expo-
sure (31% vs. 25%).

Among staff, experience played a
key role in monitoring adherence and
acceptance. “We tended to have new-
er nurses coming on to the floor who
were very uncomfortable with chil-
dren of any age going onto the inter-
mittent arm,” Dr. McCulloh said.
“Most of the older nurses were like,
‘Of course.”

“We're not talking about not doing

mm SEPTEMBER 2013 o CHEST PHYSICIAN

cardiac apnea monitoring if someone
wants to do that; we're just saying
don’t do continuous monitoring.”

Random checks on the floor and
outreach with respiratory and nursing
staff helped maximize adherence, he
noted.

The study is expanding to include
Children’s Mercy Hospital, with a
goal of 266 patients and completion
anticipated in spring 2014.

Dr. McCulloh reported that the
study is supported by a Thrasher Re-
search Fund Early Career Award.

pwendling@frontlinemedcom.com

VIEW ON THE NEWS

Dr. Susan Millard, FCCP, com-
ments: This
study high-
lights that
“more” is not
necessarily
“better.” Even
though the P
values did not
meet signifi-
cance, in the
long run, “more” is actually
more expensive but not safer.

Findings question use of nasal IPPV in preemies

BY WHITNEY McKNIGHT
IMNG Medical News

he incidence of severe lung injury in extremely

premature neonates with bronchopulmonary
dysplasia given nasal intermittent positive-pressure
ventilation is not significantly different for those who
receive nasal continuous positive airway pressure, a
randomized study of more than 1,000 infants shows.

“This research is significant, as it refutes the
common assumption that the noninvasive thera-
pies being used are reducing severe lung injury in
these tiny babies,” said lead author Dr. Haresh Kir-
palani, attending neonatologist at the Children’s
Hospital of Philadelphia, in a statement. “The
study alerts us that we still need to develop new
therapies for babies to avoid lung injury and [bron-
chopulmonary dysplasia].”

Physicians often introduce the noninvasive thera-
pies of nasal intermittent positive-pressure ventila-
tion (IPPV) and nasal continuous positive airway
pressure (CPAP) early in the lives of extremely
low-birth-weight neonates. Their goal is to avoid
potentially severe scarring and inflammation of the
lungs that can result from the more invasive respi-
ratory technique of endotracheal intubation and
mechanical ventilation.

Previously, a meta-analysis of trials of early nasal
CPAP vs. intubation and ventilation showed that
nasal CPAP is associated with a lower risk of bron-
chopulmonary dysplasia (BPD). Still, Dr. Kirpalani
and his colleagues quoted several studies showing
that 34%-83% of extremely low-birth-weight infants

given nasal CPAP require subsequent intubation.
Meanwhile, nasal IPPV has been associated with
nasal trauma and necrotizing enterocolitis. Only
small randomized trials have compared nasal CPAP
with nasal IPPV in low-birth-weight infants.

Researchers in the current study enrolled infants
in 10 countries between May 7, 2007, and June 29,
2011. Eligible infants weighed less than 1,000
grams, had a gestational age of less than 30 weeks,
and were candidates for noninvasive respiratory
support. Infants expected to die were excluded, as
were those with congenital abnormalities, a need
for surgery, or a neuromuscular disorder. Key base-
line characteristics in the study were similar, al-
though the proportion of male infants was higher
in the nasal IPPV group (52.6%) than in the nasal
CPAP group (46.1%).

Of the 497 infants assigned to nasal IPPV, 38.4%
of those for whom sufficient data were available
reached the primary outcome of death before 36
weeks of postmenstrual age or survival with BPD
(N. Engl. J. Med. 2013;369:611-20). In a similar
group of 490 infants given nasal CPAP, 36.7%
reached the primary outcome.

Dr. Kirpalani and his associates found no sig-
nificant difference in rates of other neonatal
complications.

Of the surviving infants, 58.3% in the nasal IPPV
group needed postrandomization intubation, as
did 59.1% in the nasal CPAP group. According to
the researchers, the high number of reintubations
in both groups indicates the difficulty in discontin-
uing respiratory support, despite the equally high

use of caffeine at least once to mitigate the level of
BDP in both groups.

The researchers noted that despite guidelines for
weaning, extubation, and reintubation, a potential
for bias existed because their study did not permit
blinding. However, the authors wrote, one strength
of their study was their objective assessment of BPD
in their study groups, determined by a standardized,
blinded oxygen-reduction test. In the 20 infants for
whom oxygen-reduction data were unavailable, simi-
lar data were obtained in a secondary analysis that
used National Institutes of Health criteria for BPD.

They concluded that although the overall rates
of the primary outcome of death or survival with
BPD were similar, “our results are compatible with
an efficacy that ranges from a 21% reduction to a
35% increase in the risk of this outcome with the
use of nasal IPPV versus nasal CPAP. These find-
ings call into question the current widespread use
of nasal IPPV.”

The study was funded by the Canadian Institutes
of Health Research. Dr. Kirpalani had no conflicts
of interest.

wmcknight@frontlinemedcom.com

Dr. Susan Millard, FCCP, comments:

This large, robust study shows that the manage-
ment of acute respiratory failure in premature in-
fants screams for more evidence-based medicine!
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Think ceftaroline in suspected drug-resistant CAP

BY BRUCE JANCIN
IMNG Medical News

ESTES PARK, COLO. — Ceftaroline
is hands-down the most exciting and
important of the four systemic an-
tibacterial agents to reach the U.S.
market since the great 7-year drought
in approvals ended in 2008, an infec-
tious disease expert says.

Ceftaroline is a novel cephalosporin
with unique binding to penicillin-
binding proteins, including the al-
tered versions that confer resistance

Cost barrier:
Ceftaroline
costs ahout
$84 per day,
or four times
more than
ceftriaxone.

DR. BESSESEN

in methicillin-resistant Staphylococcus
aureus (MRSA) and penicillin- and
cephalosporin-resistant Streptococcus
pneumoniae. Thus, ceftaroline is a po-
tent and effective drug in the increas-
ingly common situation of
beta-lactam-resistant community-ac-
quired pneumonia (CAP) or compli-
cated skin and soft tissue infections,
noted Dr. Mary T. Bessesen, chief of
the infectious diseases section at Den-
ver V.A. Medical Center.

She reports having no financial rela-
tionship with the maker of ceftaroline.

In the pivotal FOCUS 1 and FO-
CUS 2 trials conducted in patients
with CAP not due to MRSA, ceftaro-

line proved noninferior overall to cef-
triaxone (Rocephin). Of note, in the
14% of FOCUS participants with
CAP due to S. aureus, ceftaroline
proved to be significantly more effec-
tive than ceftriaxone. Importantly,
the same was true among the one-
third of FOCUS participants in
whom S. pneumoniae was isolated
(Clin. Infect. Dis. 2010;51:1395-405).

“I think if you’re going to impact
mortality in CAP, pneumococcus has
to be the primary target. Ceftaroline
is a good alternative when penicillin-
resistant S. pneumoniae is suspected or
proven,” Dr. Bessesen said at a con-
ference on internal medicine spon-
sored by the University of Colorado.

Other common pathogens in CAP
that are sensitive to ceftaroline are He-
mophilus influenza and Moraxella ca-
tarrhalis. The Gram-negative
pathogens E. coli, Klebsiella pneumoniae,
and Enterobacter cloacae are also cef-
taroline sensitive, with activity similar
to ceftriaxone and ceftazidime.

Not only is MRSA sensitive to cef-
taroline, so are methicillin-sensitive S.
aureus, vancomycin-intermediate .
aureus, vancomycin-resistant S.
aureus, linezolid (Zyvox)-resistant S.
aureus, and daptomycin
(Cubicin)-nonsusceptible S. aureus.

Ceftaroline does not cover the
atypical pneumonia pathogens My-
coplasma pneumoniae, Chlamydia pneu-
moniae, and Legionella pneumoniae,
nor does it cover Pseudomonas aerugi-
nosa or extended-spectrum beta-lacta-
mase-producing Enterobacteriaceae,
stressed Dr. Bessesen.

The current CAP guidelines don’t

include recommendations for ceftaro-
line, because the drug received Food
and Drug Administration approval
for treatment of CAP and complicat-
ed skin and soft tissue infections after
the guidelines were issued.

Clinical trials investigating ceftaro-
line in CAP caused by MRSA would
be welcome, Dr. Bessesen noted, be-

‘If you're going to impact mortality
in CAP, pneumococcus has to be
the primary target. Ceftaroline is a
good alternative when penicillin-
resistant S. pneumoniae is
suspected or proven.’

cause the current CAP guidelines
don’t include any recommendations
for CAP pneumonia.

“It really leaves us wondering in
high-risk cases what’s best to do,” she
said. “There’s been some controversy
about vancomycin versus linezolid
when you suspect MRSA pneumonia.
Ceftaroline would be a nice way to
get around all of that.”

Ceftaroline is administered intra-
venously twice daily, with dose ad-
justment for renal function. The
drug’s pharmacokinetics are favor-
able for intramuscular injection, but
there are limited clinical data for this
route, and it is not FDA approved.

Ceftaroline costs about $84 per day,
or four times more than ceftriaxone,
Dr. Bessesen said. As a result, formu-
lary committees are reluctant to put
ceftaroline on the list.

That makes Dr. Bessesen see red.

“I've never been on a drug company
speakers bureau. I've never had any
research money from drug compa-
nies. I speak only as someone who's
interested in us being able to continue
to treat bacterial infections when I say
we've got to change our attitude. We
have to be willing to pay something
for these antibiotics,” she asserted.

With regard to the other three sys-
temic antibiotics approved by the
FDA in the 5 years since the 7-year
drought ended, bedaquiline (Sirturo)
is the most important globally, be-
cause it is indicated for multidrug-re-
sistant tuberculosis. Fidaxomicin is an
effective drug for Clostridium difficile
diarrhea; it’s eight times more potent
than vancomycin against C. difficile,
has minimal systemic absorption, and
offers the major advantage of produc-
ing little negative impact on favorable
gut flora. Telavancin is a once-daily
agent for hospital-acquired and venti-
lator-associated bacterial pneumonia.

Dr. Bessesen reported having no
conflicts of interest.

bjancin@frontlinemedcom.com

VIEW ON THE NEWS

Dr. Vera DePalo, FCCP, com-
ments: New antibiotics with
proven effects afford us addition-
al choices in the armamentarium
when dealing with antibiotic re-
sistance. A new cephalosporin,
ceftaroline, offers another option
when treating antimicrobial-resis-
tant S. aureus.

NLST details: LDCT detects threefold more early lung cancers

BY MARY ANN MOON
IMNG Medical News

ow-dose CT screening of adults at high risk for

lung cancer was three times better than radiog-
raphy at detecting early, more treatable malignan-
cies in the National Lung Screening Trial,
according to a report published in the New Eng-
land Journal of Medicine.

The initial findings from the NLST showed that
low-dose CT (LDCT) lung screening reduced lung-
cancer mortality by 20%, relative to radiographic
screening. The investigators now report more de-
tailed findings from the first two rounds of screen-
ing, which show that this decrease in lung cancer
mortality “was coupled with a shift to detection of
earlier-stage non-small-cell lung cancers,” which
are potentially curable, said Dr. Denise R. Aberle
of the department of radiological sciences, Univer-
sity of California, Los Angeles, and her associates.

In the NLST, 53,454 adults at high risk for lung

cancer were randomly assigned to undergo three
annual screenings using either LDCT or radiogra-
phy at 33 medical centers across the country. The
screening took place between August 2002 and
September 2007.

At the first round of screening, the sensitivity of
LDCT was 94.4%, the specificity was 72.6%, the
positive predictive value was 2.4%, and the nega-
tive predictive value was 99.9%. In comparison, the
sensitivity of radiography was 59.6%, the specifici-
ty was 94.1%, the positive predictive value was
4.4%, and the negative predictive value was 99.8%.

At the second round of screening, LDCT'’s sensi-
tivity was 93%, specificity was 83.9%, positive pre-
dictive value was 5.2%, and negative predictive
value was 99.9%. In comparison, radiography’s
sensitivity was 63.9%, specificity was 95.3%, posi-
tive predictive value was 6.7%, and negative predic-
tive value was 99.8%.

During the first round of screening, nearly half
(47.5%) of the staged cancers detected on LDCT

were stage 1A, compared with only 23.5% of those
detected on radiography. In contrast, only 31.1% of
the staged cancers detected on LDCT were ad-
vanced stage III or IV cancers, compared with
59.1% of those detected on radiography.

This discrepancy in the distribution of early- vs.
late-stage cancers persisted during the second
round of screening, Dr. Aberle and her associates
reported (N. Engl. J. Med. 2013 Sept. 4 [doi:
10.1056/NEJMoa1208962]).

In the future, “the performance characteristics of
LDCT may be enhanced by determining the most
appropriate risk cohort, refining both algorithms for
interpreting the results of screening and definitions
of positive findings, and determining the appropri-
ate duration and timing of screening,” they added.

The NLST was funded by the National Cancer
Institute. Dr. Aberle reported no potential finan-
cial conflicts of interest; one of her associates re-
ported ties to Endocyte, Frontier Science, and
other companies.



12§ CARDIO

SCULAR D|SEASE SEPTEMBER 2013 « CHEST PHYSICIAN

Heart failure: Five interventions that improve care

BY BRUCE JANCIN
IMNG Medical News

ESTES PARK, COLO. - Introduc-
ing five evidence-based interventions
in patients with heart failure with re-
duced ejection fraction would dra-
matically cut admissions for heart
failure, according to Dr. JoAnn Lin-
denfeld, vice president of the Heart
Failure Society of America.

Here are the five interventions: rec-
ognizing when to switch from
furosemide to another oral loop di-
uretic; up-titrating beta-blocker ther-
apy to the maximum recommended
dose as quickly as possible; adding a
low-dose aldosterone antagonist to
the treatment regimen; identifying
and treating iron deficiency; and pre-
scribing digoxin in symptomatic pa-

Note: Based on data for 1,506 patients.
Source: Am. Heart J. 2013;165:575-82

tients with a low ejection fraction,
Dr. Lindenfeld said at a conference
on internal medicine sponsored by
the University of Colorado.

Loop diuretics
Furosemide, everybody’s favorite
low-cost loop diuretic, turns out to
have an enormously variable oral
bioavailability, ranging from 10% to
90% from patient to patient. It also
varies substantially from day to day
within the same individual. In con-
trast, torsemide (Demadex) and
bumetanide (Bumex) have a consis-
tently high oral bioavailability of
roughly 90%. They are useful alter-
natives in poorly compensated heart
failure patients.

“When your patient says they're
not diuresing and you're pretty sure

‘I think if you
restricted

the study to
hospitalized
heart failure
patients, the
iron deficiency
rate would be
even higher.’

IMNG Medical Media

they’re taking their drugs, or if
they've had more than one recent ad-
mission for heart failure and they’re
having trouble with congestion and
fluid retention, think about switching
to bumetanide or torsemide,” said

In poorly
compensated
heart failure,
torsemide and
bumetanide are
useful alternatives
to furosemide.

DR. LINDENFELD

Dr. Lindenfeld, professor of medicine
and medical director of the heart
transplant program at the university

“In my own practice, when I have a
patient admitted for acute decom-
pensated heart failure with conges-
tion and I don't find another
reversible cause, I will usually switch
them,” noted Dr. Lindenfeld, who
also is codirector of its Center for
Women’s Health Research.

In a classic study, 234 patients hos-
pitalized for acute decompensated
heart failure were randomized at dis-
charge to torsemide or furosemide in
equivalent doses. The torsemide
group subsequently had a 52% lower
rate of heart failure hospitalization
(Am. J. Med. 2001;111:513-21).

Bumetanide is now a pretty inex-
pensive drug, Dr. Lindenfeld noted.
In making the switch, remember that
40 mg of furosemide is equivalent to

JusT whal gou've beew looking for!
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1 mg of bumetanide or 20 mg of
torsemide.

Beta-blocker up-titration
Beta-blocker and angiotensin-
converting enzyme (ACE) inhibitor
therapy both have a class IA recom-
mendation in heart failure. But
what’s the best way to juggle the tim-
ing of dual dose increases?

“None of the guidelines says how
to manage up-titration, but I strong-
ly believe that once you have some-
body on a reasonable dose of an
ACE inhibitor - say, 5 mg of lisino-
pril or the equivalent — then you
should go to the beta-blocker and
up-titrate it to its maximum,” she
said. “Then later, come back to the
ACE inhibitor and get the patient
on the maximum dose of that.”

The rationale for this approach is
based on a comparison of the out-
comes of the landmark beta-blocker
trials versus ATLAS, a 3,104-patient
trial conducted in the pre-beta-
blocker era in which patients were
randomized to low-dose lisinopril at
2.5-5 mg/day or high-dose therapy at
32.5-35 mg/day to determine which
was better. After 4 years of follow-up,
the high-dose group showed a 24%
reduction in the risk of heart failure
hospitalizations, but no significant
advantage in terms of all-cause mor-
tality (Circulation 1999;100:2312-8).

Contrast those results with the out-
comes of the major clinical trials for
carvedilol, metoprolol, and bisopro-
lol, each of which featured up-titra-
tion to the target dose within 8
weeks whenever possible. All three
studies were halted within less than a
year because of a roughly 35% reduc-
tion in mortality, compared with
placebo. And that mortality benefit
became apparent at 3 months.

“These are huge reductions in
mortality,” Dr. Lindenfeld noted.
“You don’t want to have a patient
come back every 4 weeks to up-
titrate their ACE inhibitor for 5
months and miss the opportunity to
get the patient on an effective dose
of a beta-blocker, when the lifesav-
ing benefit begins so early.”

The recommended maximum dos-
es in heart failure patients are
carvedilol (Coreg) at 25 mg twice dai-
ly, or 50 mg twice daily for patients
weighing more than 85 kg; 200
mg/day for extended-release meto-
prolol (Toprol XL); and 10 mg/day
for bisoprolol (Zebeta). The three
beta-blockers are similar in their effi-
cacy for treating heart failure, she
said. However, bisoprolol has the

Continued on following page



SEPTEMBER 2013 o CHEST PHYSICIAN CARDIU

aldosterone antagonists are nearly as
good as beta-blockers. Yet they remain
widely underutilized in the United
States, according to Dr. Lindenfeld.

Indeed, three major randomized
trials showed roughly a 25% reduc-
tion in total mortality, compared
with placebo, in patients on standard
background therapy including a beta-
blocker and ACE inhibitor, along
with a 20% decrease in risk of sud-
den cardiac death. The doses used
were spironolactone at 12.5-25

Continued from previous page

fewest pulmonary effects and is thus
the best choice in patients with
chronic obstructive pulmonary dis-
ease (COPD), even though it lacks a
specific Food and Drug Administra-
tion—approved indication for heart
failure, she said.

Aldosterone antagonists

In terms of mortality benefit, the
randomized trial data show that the

DATA WATCH

Avoidable deaths from cardiovascular disease
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Note: Based on data from the National Vital Statistics System.

Source: MMWR 2013 Sept. 3 (early release);62 IMNG Medical Media

mg/day or eplerenone (Inspra) at 25-
50 mg/day.

An intriguing retrospective analysis
conducted in close to 7,000 patients
with heart failure following an acute
myocardial infarction concluded that
getting the aldosterone antagonist
onboard early in that situation is key.
Patients who started on the drug less
than 7 days post MI had a 29% reduc-
tion in total mortality and a 47% de-
crease in sudden cardiac death,
compared with those started on day
7 or later (Eur. J. Heart Fail. 2009;11:
1099-105). That benefit is believed to
be the result of early left ventricular
remodeling.

A definitive European prospective,
randomized trial looking at the im-
pact of starting an aldosterone antag-
onist within 7 days after acute MI is
due to be presented later this year.
The inside word is the results are fa-
vorable, she noted.

Hyperkalemia is a legitimate con-
cern when prescribing an aldosterone
antagonist. These agents should be
avoided in a patient who has a creati-
nine level above 2.5 mg/dL or an es-
timated glomerular filtration rate
below 30 mL/min per 1.73 m?, or if
other potassium-sparing drugs are
onboard. Potassium levels should be
checked after the first 3-7 days of
therapy, again at 1 month, and then

ASCULAR DISEASE § 13

VIEW ON THE NEWS

Dr. Jun Chiong, FCCP, com-
ments: Heart failure (HF) is the
most common cause of hospital-
ization in the U.S. and most devel-
oped nations. The cost of care for
these patients has accelerated
tremendously and is becoming a
major focus of
health care re-
form. The

five methods
of interven-
tions present-
ed by Dr.
Linden-

feld are effec-
tive and sim-
ple interventions that result in
hospitalization reduction. Howev-
er, HF is a complex condition
with multiple medical and social
factors and the latter have not
been addressed well in the med-
ical community at this point.

every 3 months, as well as anytime a
patient becomes dehydrated.

Iron replacement

A new European study is illuminat-

ing on this issue: Among a cohort of
Continued on following page

are Coming.

October 2013.

Check it out online at
journal.publications.chestnet.org
or in the October issue of CHEST.
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Continued from previous page

1,506 patients with chronic heart fail-
ure, fully 50% were determined to
have iron deficiency, as defined by a
ferritin level less than 100 mcg/L, or
a ferritin level of 100-299 mcg/L with
a transferring saturation lower than
20%. In a multivariate regression
analysis, iron deficiency was a strong
independent predictor for mortality,
associated with a 42% increased risk
(Am. Heart J. 2013;165:575-82).

“I think if you restricted the study
to hospitalized heart failure patients,
the iron deficiency rate would be
even higher. It’s just appalling how

A definitive European
prospective, randomized trial
looking at the impact of starting
an aldosterone antagonist within
7 days after acute Ml is due to
be presented later this year.

many people we send home iron de-
ficient without iron replacement
therapy,” Dr. Lindenfeld asserted.

She noted that in the European
FAIR-HF trial involving 459 hospital-
ized iron-deficient heart failure pa-
tients randomized at discharge to
intravenous iron corrective and main-
tenance therapy or to a matching
placebo, the iron replacement group
demonstrated significant improve-
ment in quality of life and exercise
capacity. The benefits were seen re-
gardless of whether a patient’s base-
line hemoglobin was high or low.

In addition, the rate of the com-
bined endpoint of first hospitaliza-
tion for worsening heart failure or
death was 7.5% in the iron recipients,
compared with 13.9% in placebo-
treated controls — a difference that
didn’t achieve statistical significance
because the study was underpowered
to evaluate that endpoint (N. Engl. J.
Med. 2009;36:2436-48).

“Iron replacement is a distinct ad-
vantage for these patients, so you
should be looking for iron deficiency.
You probably don’t need to use IV
iron, but if your patient is in the hos-
pital anyway, IV iron is pretty benign
and will get him iron-repleted almost
immediately,” Dr. Lindenfeld noted.

Before sending iron-deficient pa-
tients home on oral iron, make sure
they can absorb it. Many older indi-
viduals can't. Indeed, among patients
hospitalized at the University of Col-
orado heart failure service, only 13%
can actually absorb oral iron, she said.

A simple way to tell is to draw a
serum iron level, give the patient an
iron tablet, and check the serum iron

level again in 1-3 hours. It should
roughly double, Dr. Lindenfeld said.

Digoxin

In the classic digoxin trial involving
close to 7,000 patients, heart failure
hospitalization was a prospectively de-
fined endpoint. In patients who had a
left ventricular ejection fraction of

25%-45%, hospital admission for heart
failure was reduced by 26% in patients
assigned to digoxin. In patients whose
LVEF was less than 25%, the reduc-
tion in hospitalization was 39%.

“So don’t forget that digoxin is still
a good drug in patients with low ejec-
tion fraction or who have substantial
symptoms,” Dr. Lindenfeld said.
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“If we had a drug approved today
that didn’t change mortality but re-
duced hospital admissions by 39%,
we’d all be giving it.”

She reported consulting for
Medtronic, St. Jude, Boston Scientif-
ic, Gambro, and ResMed.

bjancin@frontlinemedcom.com

Exam

Labs

V/Q scan

CXR

Echocardiogram

Overnight oximetry

Functional test (6MWT, CPET)

Pulmonary Hypertension
Diagnostic work-up to classify PH

Correctly classifying PH is critical for selecting appropriate management.’

Diagnostic Approach to PH'2*

Pivotal Test Contributes to Assessment of Helps to Rule In or Out

» Screen for PH

* Cardiac structures, cardiac
function, and valvular disease

» Chronic PE

. V?g!?g%;ﬁg;m WHO Group Il (ung disease/hypoxia)

* Sleep disorder WHO Group Il (ung disease/hypoxia)
* Establish baseline
* Prognosis
* Hemodynamic profile :
* Vasodilator response Confirms PH

Adapted from McLaughlin V'V, et al. J Am Coll Cardiol. 2009;53(17):15673-1619 and Barst RJ, et al. J Am Coll Cardiol. 2004;43(12 suppl S):40S-47S.

* HIV, scleroderma, SLE, RA,
portopulmonary hypertension

* Index for suspicion for PH

WHO Group | (PAH)

WHO Group |l (left heart)

WHO Group IV (CTEPH)

For more information on PH, visit the Pulmonary Hypertension Association
at phassociation.org, and for more information on WHO Group 4 (CTEPH),
visit ctephawareness.com.

*Represents general guidelines for the evaluation of PH. Since the suspicion of PH may arise in various ways, the sequence of tests may vary.

B6MWT=6-minute walk test; ANA=antinuclear antibody serology; CPET=cardiopulmonary exercise test; CTEPH=chronic thromboembolic pulmonary hypertension;
CXR=chest X-ray; ECG=electrocardiogram; HIV=human immunodeficiency virus; LFT=liver function test; PAH=pulmonary arterial hypertension; PE=pulmonary
embolism; PFT=pulmonary function test; PH=pulmonary hypertension; RA=rheumatoid arthritis; RHC=right heart catheterization; SLE=systemic lupus
erythematosus; V/Q scan=ventilation-perfusion scintigram; WHO=World Health Organization.
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References: 1. McLaughlin V'V, Archer SL, Badesch DB, et al. ACCF/AHA 2009 expert consensus document on pulmonary hypertension. A report of the American
College of Cardiology Foundation Task Force on Expert Consensus Documents and the American Heart Association. Developed in collaboration with the American
College of Chest Physicians; American Thoracic Society, Inc.; and the Pulmonary Hypertension Association. J Am Coll Cardiol. 2009;53(17):1573-1619.

2. Barst RJ, McGoon M, Torbicki A, et al. Diagnosis and differential assessment of pulmonary arterial hypertension. J Am Coll Cardiol. 2004;43(12 suppl S):40S-47S.
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Sleep problems common but untreated in lupus

BY MARY ANN MOON than did healthy women, with more  with SLE and 30 healthy, age- partment of rheumatology and re-
IMNG Medical News than 75% of them experiencing poor  matched women, the SLE patients habilitation, Cairo University, and
sleep quality, according to a report had higher scores on the Pittsburgh  associates.
omen who have systemic lu-  published in the Egyptian Rheuma- Sleep Quality Index (PSQI), indicat- Yet despite the high frequency and
Wpus erythematosus report tologist. ing clinical sleep impairment, clinical severity of their sleep prob-
greater sleep disturbance In a study of 30 Egyptian women  said Dr. Hanan A. Kotb of the de- lems, only 30% of the SLE patients

reported using any sleep medication.
This indicates that clinicians routine-
ly underestimate sleep disturbance in
this patient population, the investiga-

tors said.
Dr. Kotb and colleagues assessed
A sleep problems in these 60 study sub-
BAYER jects using the PSQI, which measures
& E seven sleep components: subjective
R sleep quality, sleep latency, sleep du-

ration, habitual sleep efficiency, sleep
disturbances, use of sleeping medica-
Science For A Better Life tion, and daytime dysfunction. The
global score on this instrument
ranges from 0 to 21 points, and a cut-
off score of 6 or higher differentiates
clinical sleep impairment with a sen-
sitivity of 89.6% and a specificity of
86.5%.

The investigators assessed pain
severity by using the visual analogue
scale.

Among the SLE patients in this
study, 13 (43%) had mild disease ac-
tivity and 14 (47%) had moderate dis-
ease activity as measured by the
Systemic Lupus Erythematosus Dis-
ease Activity Index (SLEDAI). The re-
maining three patients (10%) had
PULMONARY HYPERTENSION severe disease activity.

All of the SLE patients were taking
corticosteroids.

Compared with the control sub-
jects, the SLE patients had signifi-
cantly higher PSQI scores, indicating
poorer sleep quality. The mean PSQI
score was 8.47 among SLE patients,
compared with 5.1 among healthy
women (Egypt. Rheumatologist
2013;35:127-32 [doi: 10.1016/
j.€jr.2013.02.003]).

The differences between the two
study groups were significant for
most of the seven individual sleep
components measured. The single
most prominent component of sleep
disturbance in this study population
was daytime dysfunction.

In a refined analyses disease activi-
ty and scores on an index of organ
damage were significant contributors
to sleep disturbance. In contrast, the
use of corticosteroids, subject age,
and subject education level showed
no association with sleep problems.

These findings indicate that the
routine management of SLE should
include the assessment and manage-
ment of sleep problems, Dr. Kotb
and associates said.

No funding sources or financial
conflicts of interest were reported.

Contributing to the scientific discussion of PH.
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THORACIC ONCOLOGY UPDATE:

New Molecular Testing
Guideline for

Non-small Cell Lung

Cancer Patients

The increasing momentum toward molecularly based classification

and treatment of non-small cell lung cancer (NSCLC) is driven by our

enhanced understanding of the molecular pathways involved in lung

cancer pathogenesis, and of the proliferation and survival of cancer

cells."? This has given rise to important challenges in establishing

and implementing standards: What biomarkers should we test for?

Which patients should be tested? When is testing appropriate?

Guideline for Molecular Testing
in NSCLC

Last year, the National Comprehensive
Cancer Network® (NCCN®) Clinical
Practice Guidelines in Oncology (NCCN
Guidelines®) recommended that all
advanced or metastatic NSCLC that is
determined by histology to be non-
squamous or NOS undergo biomarker
testing for EGFR mutation and ALK
gene rearrangement. These guidelines
were recently updated to recommend
EGFR and ALK testing in patients with
squamous cell carcinoma if they never
smoked and if small biopsy specimens
were used to assess histology.’

And now a new guideline from the
College of American Pathologists,

Sponsored by:

In partnership with:

together with the International
Association for the Study of Lung
Cancer and the Association for

Molecular Pathology (CAP/IASLC/AMP)

makes similar recommendations.**®

€¢ EGFR mutation and ALK
rearrangement testing
should be ordered at
the time of diagnosis for
patients presenting with
advanced-stage disease. 94

— CAP/IASLC/AMP Molecular Testing
Guideline for Selection of Lung Cancer
Patients for EGFR and ALK Tyrosine
Kinase Inhibitors

According to the CAP/IASLC/AMP
Molecular Testing Guideline, EGFR
and ALK testing is recommended for
lung adenocarcinomas and mixed
lung cancers with an adenocarcinoma
component, regardless of histologic
grade in the setting of lung cancer
resection specimens. In cases of
limited specimen size (biopsies,
cytology) where an adenocarcinoma
component is not evident but cannot
be ruled out, clinical criteria (e.g.,
young age, lack of smoking history)
may be used to select patients for
testing. However, patients with

lung adenocarcinoma should not be
excluded from testing on the basis of
clinical characteristics.*®

The Guideline suggests EGFR mutation
and ALK rearrangement testing, to be
ordered at the time of diagnosis for
patients presenting with advanced-
stage disease, or at the time of
recurrence or progression in patients
who were not tested at the time of

an earlier diagnosis. Moreover, the
Guideline encourages EGFR and ALK
testing of patients with stage I, II, or I1I
disease at diagnosis, but the decision
to do so should be made locally by each
laboratory, in collaboration with its
oncology team.*®

The growing consensus that molecular
profiling — testing the tumor for all
appropriate biomarkers — should

be part of the clinician’s standard
approach to pathologic evaluation at
both diagnosis and recurrence is now
supported by guidelines from across
the clinical spectrum of NSCLC.*®

In academic research hospitals, reflex
testing for EGFR and ALK is increasingly
the norm. Further, multiplex molecular
profiling assays may make the
prospective genotyping of tumors
possible, to aid clinical decision-making
and management.’
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PULMONOLOGY VIEWPOINT:

Frank P. Hull, MD

Clinical Professor of Medicine

Nova Southeastern University
Broward Health and Kindred Hospitals
== Ft, Lauderdale, FL

Lung cancer is a deadly disease and it is

in our patients’ best interest to determine

if they are candidates for biomarker-driven
therapies. Pulmonologists are the gateway to
lung cancer diagnosis and treatment. Most
patients with a lung nodule or mediastinal
adenopathy, for example, are referred to a
pulmonologist, whose responsibility is to make
the right diagnosis and determine whether a
patient needs a surgical referral for resection
or an oncologic referral for chemotherapy. My
institution has begun reflex testing. We need
to have strategies to perform molecular testing
upfront so that we can offer biomarker-driven
therapies to appropriate patients.

PATHOLOGY VIEWPOINT:

Pranil Chandra, DO
Director, Molecular
Pathology Services
PathGroup

Nashville, TN
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As pathologists we are custodians of tissue,
and we need to be judicious in how we use it.
Given that we are the first to see the specimen,
molecular testing can be pathology-driven —
and by establishing reflex testing for EGFR and

ALK, it should fall seamlessly into the workflow.

At PathGroup, we've developed testing
recommendations, guides, and educational
materials on molecular testing for NSCLC,
which have been distributed system-wide to
all our pathologists and scientists. We plan

to regularly update our protocols based on
emerging literature and updated national
recommendations. Molecular testing in NSCLC
is progressing in @ manner analogous to what
happened with ER, PR, and HER2 testing in
breast cancer.

ADVERTISEMENT

Over 50% of NSCLC Cases
Are Linked to Known
Molecular Biomarkers?®

It is no surprise that EGFR and ALK
receive the most attention in the
clinical setting today, as they are
associated with FDA-approved
biomarker-driven treatments.

At Least 10 Known Molecular
Biomarkers in NSCLC

Unknown

KIFSB-RET
HER2
AKT1
MET

BRAF PI3K
FGFR1

But according to recent studies, more
than 50% of NSCLC cases are linked

to one of at least 10 currently known
biomarkers for NSCLC — and many

of these patients may test positive for
genetic abnormalities that are “drivers”
for their cancers and may be treated
with approved or investigational agents
in clinical trials."® Now that more than
half of NSCLC cases can be linked to
one or more of these biomarkers, it is
possible to subdivide the histological
subtypes of NSCLC — adenocarcinoma,

squamous cell carcinoma, and large cell
carcinoma — into clinically relevant
molecular subsets.’

These molecular subsets show the
considerable heterogeneity of
non-small cell tumors and suggest why
patients with similar clinical stage and
tumor histology can have dramatically
different clinical outcomes.? For
patients whose tumors test positive
for a biomarker that is treatable with
approved or investigational agents,

the potential benefits of testing are

self-evident.®%1°

The Future

Research continues, and collaborative
initiatives such as the Lung Cancer
Mutation Consortium (LCMC), the
Cancer Genome Atlas (TCGA), and

the work of research hospitals and
scientists, is making great progress in the
discovery of lung cancer biomarkers.**?
The ultimate goal of this approach to
treatment is to identify every driver
mutation for non-small cell lung cancer,
and design a corresponding treatment

for each of these oncogenes."?

For the over 220,000 people diagnosed
with lung cancer each year, these
advances can mean more treatment
options.”* But only if patients

are tested is it possible for them

to potentially benefit from these
developments.

For the patient point of view on molecular testing:
Visit www.lungcancerprofiles.com

References: 1. Gandara DR, Li T, Lara PR Jr, et al. Algorithm for codevelopment of new drug-predictive biomarker combinations: accounting for inter- and intrapatient tumor heterogeneity.

Clin Lung Cancer. 2012;13(5):321-325. 2. Goetsch CM. Genetic tumor profiling and genetically targeted cancer therapy. Semin Oncol Nurs. 2011;27(1):34-44. 3. NCCN Clinical Practice Guidelines
in Oncology. National Comprehensive Cancer Network. http://www.nccn.org/professionals/physician_gls/pdf/nscl.pdf. Accessed January 25, 2013. 4. Lindeman NI, Cagle PT, Beasley MB, et al.
Molecular testing guideline for selection of lung cancer patients for EGFR and ALK tyrosine kinase inhibitors: guideline from the College of American Pathologists, International Association for the
Study of Lung Cancer, and Association for Molecular Pathology. [published online ahead of print April 3, 2013]. J Thorac Oncol. 2013. doi:10.1097/J70.0b013e318290868f. 5. Lindeman NI, Cagle
PT, Beasley MB, et al. Molecular testing guideline for selection of lung cancer patients for EGFR and ALK tyrosine kinase inhibitors: guideline from the College of American Pathologists, International
Association for the Study of Lung Cancer, and Association for Molecular Pathology [published online ahead of print April 3, 2013]. J Mol Diagn. doi:10.1016//j.jmoldx.2013.03.001 6. Lindeman

NI, Cagle PT, Beasley MB, et al. Molecular testing guideline for selection of lung cancer patients for EGFR and ALK tyrosine kinase inhibitors: guideline from the College of American Pathologists,
International Association for the Study of Lung Cancer, and Association for Molecular Pathology [published online ahead of print April 3, 2013]. Arch Pathol Lab Med. doi:10.5858/arpa.2012-0720-0A.
7. Pao W, Girard N. New driver mutations in non-small-cell lung cancer. Lancet Oncol. 2011;12:175-180. 8. Thomas A, Rajan A, Lopez-Chavez A, Wang Y, Giaccone G. From targets to targeted
therapies and molecular profiling in non-small cell lung carcinoma. Ann Oncol. 2013;24(3):577-585. 9. Herbst RS, Heymach JV, Lippman SM. Molecular origins of cancer: lung cancer. N Engl J
Med. 2008;359(13):1367-1380. 10. Carr LL, Finigan JH, Kern JH. Evaluation and treatment of patients with non-small cell lung cancer. Med Clin N Am. 2011;95:1041-1054. 11. National Institutes
of Health. Lung cancer mutation consortium protocol. http://clinicaltrials.gov/ct2/show/NCT01014286. Accessed January 19, 2012. 12. National Cancer Institute. The cancer genome atlas.
http://cancergenome.nih.gov/abouttcga/overview. Accessed January 19, 2012. 13. Boland JM, Erdogan S, Vasmatazis G, et al. Anaplastic lymphoma kinase immunoreactivity correlates with ALK
gene rearrangement and transcriptional up-regulation in non-small cell lung carcinomas. Hum Pathol. 2009;40:1152-1158.

© 2013 Pfizer Inc.

All rights reserved.

Printed in USA/August 2013

CRI570609-02



ichael H. Baumann, MD,
M MS, FCCP, will be inaugurat-

ed as the 76th President of
the American College of Chest
Physicians during CHEST 2013. He
is Professor of Medicine within the
Division of Pulmonary, Critical
Care, and Sleep Medicine at the
University of Mississippi Medical
Center (UMMC), Jackson, MS.

Dr. Baumann received his MD de-
gree from the University of Nevada-
Reno School of Medicine, where he
also served his internship. He com-
pleted his residency at the Universi-
ty of California-Davis and
completed a fellowship at the Divi-
sion of Pulmonary and Critical Care
Medicine, Medical University of
South Carolina, Charleston.

Dr. Baumann has held numerous
leadership positions in the ACCP, in-
cluding chairing the Quality Im-
provement Committee;
Performance Measures Develop-
ment Task Force for Pulmonary and
Critical Care Medicine; Health and
Science Policy Committee (now the
Guidelines Oversight Committee);
CHEST 2006; Scientific Presenta-
tions and Awards Committee;
Council of Governors; Clinical Pul-
monary Medicine NetWork; and
Membership Committee. He has
served on many other ACCP task
forces and subcommittees and
presently is a member of the CHEST
and the ACCP-SEEK Editorial
Boards.

Dr. Baumann has been active out-
side of the ACCP. He received a
Master’s degree with a focus on
quality improvement from Dart-
mouth College in 2004 and served
as the Chief Quality Officer from
2007 to 2013 for the University Hos-
pitals and Health System at UMMC.
Dr. Baumann has more than 90 pub-
lications, including peer-reviewed
articles, chapters, and reviews. His
particular interests include pleural

BRI NEWS FROM THE COLLEGE

disease, evidence-based medicine,
quality improvement and perfor-
mance measures, and health-care re-
form issues.

We asked Dr.
Baumann about
his thoughts for
this upcoming
ACCP presiden-
tial year.

1. What
would you like
to accomplish
as President of
the ACCP?
First, I would reword this question,
slightly. What would you like to ac-
complish as part of the ACCP team
this year? This upcoming year’s ef-
forts, as occurred with our immedi-
ate Past President, Dr. Darcy
Marciniuk, and other ACCP Past
Presidents, will be a team effort by
members of the ACCP presidential
lineup and other ACCP leaders, in-
cluding the members of the Board
of Regents, our superb ACCP staff,
and, most importantly, our mem-
bers.

I will work diligently to enable
the College to continue to deliver
on its core commitment—providing
the best clinical education in pul-
monary, critical care, and sleep med-
icine to enable our members to
deliver the best patient-focused care
possible.

A second very important goal is
to foster the successful completion
of several very exciting large pro-
jects the College has undertaken to
strengthen its educational focus, in-
cluding the completion of our new
headquarters with its state-of-the-art
Innovation, Simulation, and Train-
ing Center, and the deployment of
our association management sys-
tem, the College’s future electronic
central nervous system designed to
coordinate all of our projects, in-

DR. BAUMANN

Dr. Michael Baumann, incoming President, weighs In

cluding our many member-focused
activities.

2. What do you consider to be
the greatest strength of the ACCP,
and how will you build upon this
during your Presidency?

The College’s greatest strength is its
innovative development and deliv-
ery of clinical education to health-
care providers globally, enabling
expert care for patients. We as a
team can build upon this strength
by listening carefully to our mem-
bers and the educational needs they
voice. By continuing to monitor
clinical advances and other develop-
ments in the health-care world, in-
cluding the rapidly changing
health-care delivery climate, we can

By continuing to monitor
clinical advances and other
developments in the health-
care world, including the
rapidly changing health-care
delivery climate, we can better
anticipate the educational
needs of our members.

better anticipate the educational
needs of our members. Our journal,
CHEST, annual CHEST conference,
many simulation programs, board
review courses, and other innova-
tive programs provide excellent
tools to deliver on our core educa-
tional goal.

The most important effort I can
provide for ensuring continued su-
perlative educational success is to
maintain a sharp focus on this goal
by limiting distractions that could
take us off target.

3. What are some challenges fac-
ing the ACCP, and how will you
address these challenges?

As noted in the previous question,
there is a host of potential distrac-
tions in the health-care world today
that can dilute the College’s contin-
ued educational success.

The ACCP is a very successful or-
ganization, but this success can be
jeopardized by trying to accomplish
too many goals. Losing our focus
can lead to achieving very little of
value. Health-care delivery is chang-
ing rapidly, and our members have to
adapt to these new challenges. As a
College, we can have little meaning-
ful impact on the “politics” of these
changes, but we can have tremen-
dous positive impact by providing fo-
cused, accurate, and timely member
education about these changes. Such
focus will enable our members to
successfully adapt and continue to
provide quality patient care.

4. And finally, what is your
charge to the members and new
Fellows of the ACCP?

The ACCP and its nearly 19,000
members exist to help you provide
the best patient care possible by de-
livering superb clinical education in
pulmonary, critical care, and sleep
medicine. Let us help you help your
patients. How? Get involved! The
College offers many doors toward
engagement. Just open one!

If you aren’t sure how to start, we
have a superb staff and excellent
leadership more than willing to an-
swer your questions. Also, our
doors are open to nonmember
health-care provider engagement.
Remember, health-care delivery is a
team sport, and we welcome all
team members to become involved.
As a member of a health-care team
and the ACCP team, I welcome
your ideas and concerns.

Finally, I end with warm congrat-
ulations to our new Fellows to be
inducted at CHEST 2013-—a job
well done!

‘Beyond Our Walls’: Capital campaign goal is within reach

At more than $3.6 million and 75% of our cam-
paign goal reached, great progress has been
made in the Beyond Our Walls Capital Campaign
over the past several months.

From individual giving, to corporate dona-
tions, to our paver brick program, the support
and momentum have been impressive.

Highlights include:
> A $1 million gift from Boston Scientific Corpo-
ration in support of advanced pulmonary proce-
dures training in our new Innovation,
Simulation, and Training Center.

> A $1 million gift from Olympus Corporation
of the Americas in support of educational pro-
gramming in the new training center.
» Individual donors have generously contributed
over $1 million to the campaign.
> 100% participation by the ACCP Board of Regents
members, as well as 100% participation by The
CHEST Foundation Board of Trustees members.
There is still time to support the Beyond Our
Walls campaign. Your philanthropic investment in
the Beyond Our Walls Capital Campaign can make
an important difference and improve care for pa-

tients and their families. To reach our campaign
goal, we need your support and commitment to
this worthy endeavor.
A paver brick program has been established and
personalized bricks are available to
highlight your support. The customized pavers will
be on display in the entrance to the new building.
Visit http:/ /beyondourwalls.chestnet.org to
view a live feed of the building site and to learn
more. Contact Megan Schagrin at (847) 498-8314
or by email at mschagrin@chestnet.org to learn
about additional donor opportunities.
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BY PAUL A.
MARKOWSKI, CAE

he ACCP is fortunate to com-
Tprise a diverse community of ex-

perts committed to achieving its
mission to promote the prevention,
diagnosis, and treatment of chest dis-
eases. Individually, our members fur-
ther the mission around the world by
exchanging ideas, learning and ad-
vancing knowledge, and mentoring
one another. As a whole, the ACCP
achieves the same through collabora-
tion and engagement with other
medical societies. These are valuable
partnerships that support, advance,
and enrich our mission.

A very recent collaboration is with
SEPAR, the Spanish Society of Pneu-
mology and Thoracic Surgery. The
ACCP and SEPAR are hosting the in-
augural CHEST World Congress,
March 21-24, 2014, in Madrid, Spain.
By working with a local medical so-
ciety that shares our desire to ad-
vance global lung health, we can
better understand the learning needs
of a broader base of clinicians and
deliver a more targeted, relevant pro-
gram. This union of experts
strengthens our education impact on

IEESI NEWS FROM THE COLLEGE

a worldwide scale and advances
chest medicine around the world.
Now that’s an exciting, results-fo-
cused collaboration.

Our other col-
laborations are
equally produc-
tive. For more
than a decade,
the ACCP has
been part of
FIRS, the Forum
of International
Respiratory Soci-
eties. FIRS is a
collaboration of
seven respiratory societies from
around the world to promote advo-
cacy of global respiratory health and
the identification of new areas for
global initiatives. FIRS attracted in-
ternational attention in 2010 with
the first annual World Spirometry
Day, to raise world health awareness
during the Year of the Lung. Under
the direction and leadership of our
President, Dr. Darcy Marciniuk,
FCCP, the ACCP is chairing the de-
velopment of a world report to be
presented at the World Health As-
sembly to Address Non-Communica-
ble Diseases in 2014. Our

MR. MARKOWSKI

ACCP Board Review

Connect to Essential Resources

Prepare for board certification examinations with the most comprehensive
review programs available from the ACCP. Comprehensive, exam-focused
tools cover relevant content for anyone needing to certify, recertify, or

simply review.

Courses
Attend premier review courses featuring
exam-focused content.

boardreview.chestnet.org

Board Review e-Books

Reference the topics presented at the board
review courses. Electronic format, optimized
for mobile devices, allows easy navigation
and linking to referenced articles.
books.publications.chestnet.org

Board Review On Demand

Access and review presentation and learning
materials from the ACCP board review courses.

boardreview.chestnet.org

ACCP-SEEK®

Test your recall, interpretation, and
problem-solving skills. Available in
print or as an app for Apple devices.

Earn CME credit.
chestnet.org/accp-seek

—

Buy Now to Prepare for Board Exams in October

FROM THE EVP/CED: Leading with collaboration and engagement

collaboration and engagement with-
in FIRS is giving us a high-profile op-
portunity to put lung health on a
global agenda. I look forward to
where that will lead.

Through our engagement with the
Critical Care Societies Collaborative
(CCSC), we have addressed a wide
range of the issues affecting critical
care medicine. The CCSC leverages
the collective voice of the ACCP,
American Thoracic Society, Society
of Critical Care Medicine, and the
American Association of Critical-
Care Nurses — more than 150,000
critical care professionals — to elevate
awareness of challenges in the field
and to empower change.

The ACCP has been instrumental
in the CCSC collaboration by ad-
dressing the critical care workforce
shortage, participating in discus-
sions with the US Department of
Health and Human Services on the
prevention of ventilator-associated
pneumonia, and serving on a task
force to define an agenda or blue-
print for critical care research. The
CCSC is recognized by government
agencies and has a close working re-
lationship with the Department of
Health and Human Services and the

Centers for Disease Control and
Prevention. By participating in this
collaboration, the ACCP is posi-
tioned to make a positive difference
for critical care providers and the
patients they serve.

Occasionally, we collaborate with
other societies in our work to publish
evidence-based guidelines and con-
sensus statements. Working with re-
spected organizations allows us to
assemble the appropriate experts and
access a wider range of resources to
enrich our work and improve our im-
pact. We're partnering with the
Canadian Thoracic Society to publish
new CHEST guidelines in early 2014
on acute exacerbation of COPD.

These collaborations strengthen our
relationships with our peers in medical
societies and enhance our work to ad-
vance lung health. I am proud of the
impact our collaborations regularly
make around the world.

For updates on these partnerships,
follow me on Twitter
(@PMarkowskiACCP) where I post
comments about the partnership, or
ask me in person at CHEST 2013. I
am anxious to tell you more during
the meeting, October 26-31, in
Chicago, our home neighborhood.

Now available: ACCP-SEEK
XXIlI: Pulmonary Medicine

Now available in the ACCP store is ACCP-SEEK Vol-
ume XXIII: Pulmonary Medicine! Check out the lat-
est volume of SEEK for 158 new questions written
by experts in the field of pulmonary medicine.

This is an invaluable study and self-assessment
tool derived from the ABIM blueprint for pul-
monary medicine. CME credit is available until De-
cember 2015 by completing the 20-question posttest
on our Learning Management System.

To order, or for more information, go to
https:/ /accp.chestnet.org/storeWA/.

ACCP-SEEK

CHEST Journal app updated

An update to the CHEST Journal

app for iOS devices is now avail-

able in the iTunes® store. This up-

date features several enhancements.
Users can now:

> See at a glance how many new

Online First articles have been added

since their last visit.

» Hide ads when in reading mode.

» Share content directly to their

Twitter or Facebook accounts.

» View the ACCP’s Twitter feed.

» Adjust the font size when reading
articles.

Since the new CHEST app was
launched in July 2012, it has had
more than 27,500 downloads.

Current app users will be prompt-
ed to update the app from within the
app store.

New users can download the
CHEST app at itunes.apple.com/
us/app/chest/id541113522'mt=8.
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CHEST 2013: Inspire Chicago

hile you may be prepared to
Wenjoy Chicago’s iconic culi-

nary staples — like deep dish
pizza, hotdogs, and Italian beef — let
out your inner foodie while you're at-
tending CHEST 2013, and explore a
wide-range of Chicago’s culinary
treasures.

Chicago’s dining scene features
celebrity chefs, world-renowned
restaurants, and ethnic dining from
around the globe.

Want recommendations from
those who know best? Here are some
top picks from our favorite, local
Chicagoans — ACCP staff!

» 312 Chicago — authentic Italian cui-
sine

» Au Cheval - hip take on diner food
» The Aviary — high-tech cocktails

» BIN 36 — wine and contemporary,
American cuisine

» Chicago Cut — steakhouse over-
looking the Chicago River

» Chicago Q — modern, urban BBQ
» Girl & the Goat — fun foods from
Top Chef Award Winner, Stephanie
Izard

» RPM Italian — Giuliana and Bill

Rancic’s Italian restaurant
» Sable — Top Chef contestant
Heather Turhene’s American gastro-
lounge
» Tortoise Club - American fare in a
classic Chicago clubhouse
» Trencherman — contemporary,
American food in a former Turkish
bathhouse

Read more information about the
staff’s top picks at
chestmeeting.chestnet.org.

If you're set on getting some au-
thentic Chicago eats, check out these
classics:

NEWS FROM THE COLLEGE [HEXHENE

Deep dish pizza:

» The Original Gino’s East of Chica-
go — deep dish slices in a unique, ca-
sual ambiance

» Lou Malnati’s Pizzeria — pizza pies
in a family-owned restaurant
Chicago-style hot dogs:

» Portillo's — famous, dive eatery
with jumbo franks

» Hot Doug’s — Chicago-style hot
dogs made with every topping
Italian beef:

» Al's Beef —located in little Italy,
and claims to be the inventor of the

sandwich

©ADAM ALEXANDER PHOTOGRAPHY
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» Mr. Beef on Orleans — small dive
with big flavors

If you’d like more recommenda-
tions or further reading about
Chicago dining, explore all that
Chicago has to offer at
ChooseChicago.com. The site has a
search engine where you can pick a
food category (French, pizza, wine
bar, etc.); certification (Green
Restaurant, Zagat, etc.); and Chica-
go neighborhood.

While Chicago cuisine keeps your
stomach satisfied, CHEST 2013 will
be sure to fill your educational needs.
CHEST 2013, taking place October
26-31, will serve up cutting-edge ses-
sions and surround you with an in-
ternational community of the best
minds in pulmonary, critical care, and
sleep medicine. Find everything you
need to know to make the best clini-
cal decisions and inspire your patient
care. Learn more at
chestmeeting.chestnet.org.

Spotlight on occupational and environmental lung disease

he ACCP recently sponsored the

Occupational and Environmental
Lung Disease Conference 2013,
which was held June 21 to 23 in
Toronto, ON, Canada. Presentations
and discussions addressed a diverse
range of issues in this dynamic field.

Occupational respiratory disease
continues to be relevant and impor-
tant. Taking a targeted occupational
history is critical to identifying work
relatedness. Occupational asthma is a
common cause of new onset adult
asthma and should always be suspect-
ed in that setting.

Work-exacerbated asthma is also
common. The role of assessing air-
way inflammation in work-related
asthma continues to evolve. The Eu-
ropean Respiratory Society and the
ACCP have recently published state-
ments on diagnosis and treatment of
work-related asthma.

There is increasing recognition of
work-related COPD. Approximately
25% of people with COPD have nev-
er smoked; up to 50% of COPD in
this group may be related to occupa-
tional exposures. Hypersensitivity
pneumonitis, various forms of pneu-
moconiosis, and a range of disorders
related to production agriculture
continue to be relevant problems
and should be considered in appro-

priate settings.

When evaluating impairment in
patients making disability claims, it
helps to be systematic and to be
aware of the criteria used by the rele-

DR. KUSCHNER
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vant compensation systems, since
they vary.

Indoor environmental exposures
are important causes of respiratory
disease. Household exposure to bio-
mass burning is a major worldwide
cause of COPD mortality and re-
duced quality of life. Indoor damp-
ness and mold are accepted risk
factors for upper and lower respira-
tory diseases, including allergic rhini-
tis, asthma, hypersensitivity
pneumonitis, and others. Indoor
dampness and mold can generally be
assessed based on visual inspection
and smell.

Environmental sampling is not rou-

tinely required for an indoor air qual-
ity survey and, if conducted, should
address a hypothesis and be interpret-
ed in the context of the entire investi-
gation. Other household exposures,
such as from using cleaning and per-
sonal care products or in association
with hobbies, can also cause respira-
tory problems.

Global climate change has emerged
as a key environmental issue: “The
uncertainty is not that global warm-
ing will be responsible for exacerbat-
ing the global public health problems
of poverty, infectious and noncom-
municable diseases, but by how
much.” (Anstey et al. Global Health.
2013;9[9]:4). The mainstream scientif-
ic view is that human generation of
greenhouse gases, such as CO, un-
derlies global climate change. Out-
door air pollution also remains
important.

WHO estimates that one type of
air pollution, particulate matter (PM)
exposure, accounts for 800,000 deaths
per year worldwide. Patients with
cardiopulmonary diseases are more
susceptible to PM. Treatment with
some medications, such as beta-
blockers, statins, and bronchodila-
tors, may reduce PM effects.

New occupational respiratory dis-
eases continue to emerge. The World

Trade Center disaster has provided
important lessons in the long-term
health problems faced by emergency
responders and the importance of
planning in advance to protect them.
It is important to anticipate the po-
tentially hazardous exposures and
health impacts of new technologies,
such as silica exposure during natural
gas extraction by hydraulic fracturing
and from nanotechnology. Thus, oc-
cupational and environmental lung
disease remains highly relevant and
there is still much to be done in the

field.

Dr. David N. Weissman, FCCP
Director, Division of Respiratory
Disease Studies

National Institute for Occupational
Safety and Health

Centers for Disease Control and
Prevention

Morgantown, WV

Dr. Ware G. Kuschner, FCCP
(Co-Chair)

Professor of Medicine

Division of Pulmonary and Critical
Care Medicine

Stanford University School of Medicine
Chief, Pulmonary Section,

Veterans Affairs

Palo Alto Health Care System



BY DR. NEIL
FREEDMAN, FCCP

cation and treatment of the pa-

tient with OSA is rapidly
evolving, driven by health-care eco-
nomics and advancements in technol-
ogy. Home sleep apnea testing (HST)
and out-of-center treatment with au-
totitrating positive airway pressure
(APAP) therapy will soon become the
standard for patients with a high
pretest probability of uncomplicated,
moderate-to-severe OSA.

While many in the sleep communi-
ty had hoped HST would be a pass-
ing fad, the rapid expansion and
implementation of this modality
should come as no surprise.

In 2007, the American Academy of
Sleep Medicine (AASM) published
recommendations for practitioners
considering HST. In 2008, the Cen-
ters for Medicare and Medicaid Ser-
vices (CMS) approved the use of
HST for the diagnosis of OSA (Col-
lop et al. J Clin Sleep Med.
2007;3[7]:737). Several randomized
controlled trials, both prior to and
since the CMS decision, have demon-
strated similar outcomes between
HST and in-lab polysomnography
(PSG) for the diagnosis in patients
who have a high clinical suspicion of
OSA in the absence of various co-
morbidities (Mulgrew et al. Ann In-
tern Med. 2007;146[3]:157; Berry et al.
Sleep. 2008;31[10]:1423).

Few in the sleep community
rushed to adopt these methods as vi-
able alternatives for the diagnosis
and initial management of OSA. Re-
imbursement for HST remains far
below that of PSG, even after adjust-
ing for the lower cost of its perfor-
mance, leading to difficulties in
implementing home-testing pro-
grams by practices whose income
streams are based predominantly on
in-lab testing. Other barriers that

The standard approach to identifi-

INSPIRE

INSIGHT. PERSPECTIVE. INSPIRATION.

chestmeeting.chestnet.org
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have hindered the acceptance and
implementation of HST include
poor educational efforts by manufac-
turers and professional societies,
leaving providers uncertain about
which diagnostic technologies
would be best for a given practice
model. In addition, there has been a
relative paucity
of educational
programs de-
signed to teach
practitioners
how to interpret
the signals and
data from these
devices.

Despite these
initial barriers,
the use of HST
is now rapidly expanding as commer-
cial insurance companies and large
health-care plans begin to mandate
their use to curb costs. Unfortunately,
the explosive rate of implementation
has had adverse financial outcomes
on some practices that have had diffi-
culty adapting their practice models,
as highlighted by the sudden closing
of Sleep Health Centers, a multicen-
ter sleep company based in Massa-
chusetts, whose decline was
predominantly due to local insurers
dictating the use of HST (Quan et al.
J Clin Sleep Med. 2013;9[6]:301). Many
sleep centers are finding it similarly
difficult to rapidly adapt their busi-
ness models to estimated reductions
in polysomnography volumes of up
to 50%.

Complicating the financial ramifi-
cations of the expanding use of
HST, some device manufacturers
and private testing companies are
circumventing sleep centers and
marketing their products and ser-
vices directly to primary care
providers.

While this approach has raised
concern among some members of
the sleep community, placing OSA
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SLEEP STRATEGIES: Time to wake up to the transformation
of OSA diagnosis and management

testing in the hands of primary care
providers may be reasonable given
the shortage of board-certified sleep
specialists; other common chronic
diseases, such as diabetes and hyper-
tension, are managed by these
physicians with specialist consulta-
tion as needed. This approach may
allow more at-risk patients to be
tested for OSA in a timely fashion
although its success will depend on
ensuring that these providers re-
ceive adequate education on the ap-
propriate longitudinal management
of sleep-disordered breathing.

The process of implementing
CPAP is also changing. Out-of-cen-
ter treatment with APAP devices
will become more common for the
same group of patients targeted for
HST. Several randomized controlled
trials have demonstrated that APAP
therapy, either long-term or tran-
siently used to determine a fixed
CPAP pressure, results in similar
outcomes to in-lab CPAP titration
(Kuna et al. Am J Respir Crit Care
Med. 2011;183[9]:1238; Rosen et al.
Sleep. 2012;35[6]:757).

Clinician education is the main
barrier to successful implementa-
tion of APAP therapy in lieu of in-
lab titration. Since different APAP
technologies use different propri-
etary algorithms, treating providers
will require such education to en-
sure that these devices are utilized
in the proper patient populations
and that their data are interpreted
correctly.

In order to implement this expan-
sion of out-of-center diagnostics
and treatment for OSA, several
commercial insurance companies
have partnered with sleep benefits
management services to oversee the
process. In many cases, this out-
sourcing has led to mandatory pre-
certification prior to sleep testing,
mandatory use of predetermined
HST providers, limitations on reim-
bursement for testing, and limiting
diagnostics and treatment to specific
types of devices. Practices that im-
plement their own HST and APAP
programs should expect that these
management companies will track
outcomes, including turnaround
time, failure rates, diagnostic errors,
and PAP adherence. While many
payers follow recommended utiliza-
tion guidelines designed by our pro-
fessional societies, some insurance
and management companies have
implemented their own non-evi-
dence-based protocols for determin-

ing which patients are deemed can-
didates for these approaches.

The bottom line for practitioners
is that costs related to overhead will
go up and reimbursement will go
down; the new successful business
model will be based on volume,
complying with insurers’ policies,
and achieving predetermined clini-
cal outcomes.

Unfortunately, as providers are
changing their approach to OSA
management and being required to
document outcomes for their pa-
tients on PAP therapy, the process
for obtaining PAP devices and sup-
plies has become further complicat-
ed by the rollout of a second round
of competitive bidding by CMS. For

Home sleep apnea testing is embraced
by insurers as a way to cut costs.

those who are not familiar with this
process, CMS recently assigned con-
tracts to durable medical equipment
(DME) providers who were willing
to accept an average 47% reduction
in reimbursement for PAP devices
and supplies in 91 markets around
the country. As of July 1, only those
DME providers granted contracts
by CMS are able to provide PAP de-
vices and supplies to Medicare and
Medicaid patients. This has caused
significant confusion for both
providers and patients as the DME
community consolidates. The long-
term implications on service and
PAP adherence, potentially leading
to adverse outcomes for our pa-
tients, are not yet clear.

All of these changes will affect
practitioners who care for patients
with OSA. Whether the sleep medi-
cine community likes it or not, an
out-of-center approach will be stan-
dard for most patients with uncom-
plicated OSA. So how should we, as
sleep medicine providers, respond to

Continued on following page
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this changing landscape?

(1) Embrace home sleep apnea
testing. Unfortunately, those
providers who cannot successfully in-
corporate HST into their practices or
choose to ignore current market
trends will likely have the process
taken out of their hands by commer-
cial insurance and sleep benefits
management companies.

(2) Become familiar with various
testing/treatment devices and de-
livery models to determine which
approach will be best for your pa-
tients and practice. Many clinicians
will have to incorporate more than
one type of HST technology into
their practices to accommodate dif-
ferent patient populations as well as
payer mixes. The ACCP currently of-
fers didactic and hands-on programs
specifically directed at this education-
al need.

(3) Remain a strong advocate for
your patients. In cases where in-lab
PSG is clearly the appropriate test for
your patient, speak to the insurance
and sleep benefits management com-
panies. Your best defense is knowl-
edge; make sure you understand the
current guidelines as well as the
strengths and weaknesses of the vari-
ous HST and APAP technologies.

(4) Become a center of excellence
for the management of OSA. One
of the best ways to achieve this desig-
nation in the eyes of the payers is to
have your center receive AASM ac-
creditation, for both overall sleep dis-
orders management as well as the
separate accreditation for out-of-cen-
ter testing for OSA diagnosis.

(5) Collect data on your practice’s
HST study success and PAP com-
pliance. Many sleep medicine spe-
cialists have been practicing for years
without clear outcomes data that
could objectively demonstrate how
they are performing. Such data can
serve as a benchmark of your current
efficiency and allow you to develop
practice improvement plans, enhanc-
ing patient outcomes. Objective out-
comes data will become increasingly
important over time and will be used
by insurers to measure your out-
comes compared with others in your
area; these data will also likely be
used as an economic driver to negoti-
ate future contracts with insurers.

(6) Encourage professional soci-
eties to publish guidelines that pro-
vide more comprehensive
recommendations for the use of
HST and APAP for OSA. Clinicians
need direction on proper device set-
tings, compliance download interpre-
tation, and explanations of what
defines adequate therapy. Since the

different device manufacturers use
proprietary algorithms to define
events, clinicians need data validating
the PAP-calculated AHI and guid-
ance as to what threshold level of
AHI is considered adequate control
of disease.

(7) Sleep medicine professional
societies should partner with the
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primary care community to provide
education about the recognition, di-
agnosis, and treatment options for
patients with suspected OSA.

(8) Finally, sleep medicine as a
specialty must change its approach
to OSA management from a focus
on testing to a chronic disease man-
agement model focused on improve-

ments in meaningful patient out-
comes, such as daytime sleepiness,
quality of life, and reductions in car-
diovascular disease (Pack. J Clin Sleep
Med. 2013;9[6]:629).

Dr. Freedman is with Northshore
University Healthsystem, Bannockburn,
Illinois.

46% (FC 1ll), 50% (FC IV)?

* 20% increase in cardiac output (CO)™

shorter treatment times*

WARNINGS AND PRECAUTIONS
Risk of Syncope
¢ Hypotension leading to syncope has been

initiated in patients with systolic blood
pressure less than 85 mmHg.

Pulmonary Venous Hypertension
* Stop VENTAVIS immediately if signs of

of pulmonary venous hypertension.

Bronchospasm

airway disease may be more sensitive.

" ACTELION

A SPECTRUIVIIOEIPAH
EFFICACY AT WEEK12+

Significant clinical improvement through a combined endpoint (p=0.0033)’
* VENTAVIS 19% (n=68); placebo 4% (n=78)

Significant functional class improvement (p=0.03)"?

* VENTAVIS 25% (n=68); placebo 8% (n=78)
* At week 12: VENTAVIS 19% (FC I1), 43% (FC Ill), 38% (FC IV); placebo 4% (FC II),

Significant 6MWD improvement (p<0.01)’

* VENTAVIS 43% (n=68); placebo 26% (n=78)

Significant hemodynamic improvement (p<0.001)""2

* 32% decrease in pulmonary vascular resistance (PVR)":
—VENTAVIS -23% (n=70); placebo 9% (n=77); treatment effect’-335 dynesec/cm®
—VENTAVIS 15% (n=89); placebo -5% (n=80); treatment effect’ +0.7 L/min

* 9% decrease in mean pulmonary arterial pressure (mPAP)":

—VENTAVIS -9% (n=90); placebo 0% (n=82); treatment effect’—-4.5 mmHg

VENTAVIS 20 mcg/mL: Higher concentration provides appropriate patients

observed; VENTAVIS should therefore not be

pulmonary edema occur; this may be a sign

¢ VENTAVIS inhalation may cause bronchospasm
and patients with a history of hyperreactive

VENTAVIS® (iloprost) Inhalation Solution is indicated for the treatment of pulmonary arterial hypertension (PAH) (WHO Group 1) to improve
a composite endpoint consisting of exercise tolerance, symptoms (NYHA Class), and lack of deterioration. Studies establishing effectiveness
included predominantly patients with NYHA Functional Class IlI-IV symptoms and etiologies of idiopathic or heritable PAH (65%) or PAH associated
with connective tissue disease (23%).

BASELINE VALUES™

Parameter VENTAVIS Placebo
PVR (dynesec/cm?®) 1029+390 1041+493
mPAP (mmHg) 53+12 54+14
CO (L/min) 3.8+1.1 3.8+0.9
SVO, (%) 60+8 60+8
FC Il 59% 59%
FCIV 41% 41%
6MWD (m) 332 315

AIR PIVOTAL TRIAL Randomized, double-blind, multicenter, placebo-

controlled trial to evaluate the efficacy and safety of VENTAVIS
monotherapy compared with placebo in the treatment of PAH (WHO
Group 1) NYHA Class Ill or IV (n=1486). Clinical improvement is a combined
endpoint defined as 210% increase in 6MWD, improvement in NYHA
functional class, and absence of clinical deterioration or death.?

*AIR PIVOTAL TRIAL: Hemodynamics assessed at week 12 before inhalation in
both groups (at least 2 hours after previous dose, trough) and after inhalation

in the VENTAVIS group (approximately 15 minutes after dose, peak). Study

included patients with chronic thromboembolic disease (CTEPH) and all

etiologies of PAH."
tPlacebo corrected.

$The 20 mcg/mL concentration is intended for patients who are maintained
at the 5 mcg dose and who have repeatedly experienced extended

treatment times which could result in incomplete dosing. VENTAVIS
10 mcg/mL ampules are still available. VENTAVIS should be taken 6 to

9 times daily during waking hours, at least 2 hours apart.'

IMPORTANT SAFETY INFORMATION

ADVERSE REACTIONS
Serious Adverse Events

» Serious adverse events reported at a rate
of less than 3% included congestive heart
failure, chest pain, supraventricular
tachycardia, dyspnea, peripheral edema,
and kidney failure. Vital signs should be
monitored while initiating VENTAVIS.

Adverse Events

e Adverse events reported in a Phase 3 clinical
trial occurring with a >3% difference between
VENTAVIS patients and placebo patients were
vasodilation (flushing) (27% vs 9%), increased
cough (39% vs 26%), headache (30% vs 20%),
trismus (12% vs 3%), insomnia (8% vs 2%),
nausea (13% vs 8%), hypotension (11% vs 6%),
vomiting (7% vs 2%), alkaline phosphatase
increased (6% vs 1%), flu syndrome (14% vs
10%), back pain (7% vs 3%), tongue pain (4%
vs 0%), palpitations (7% vs 4%), syncope (8%
vs 5%), GGT increased (6% vs 3%), muscle
cramps (6% vs 3%), hemoptysis (5% vs 2%),
and pneumonia (4% vs 1%).

REFERENCES: 1. VENTAVIS (iloprost) Inhalation Solution full prescribing information. Actelion Pharmaceuticals US, Inc.
August 2012. 2. Olschewski H, Simonneau G, Galié N, et al. Inhaled iloprost for severe pulmonary hypertension. N Eng/
J Med. 2002;347:322-329. 3. Data on file, Actelion Pharmaceuticals.

2 ©VENTAVIS is a licensed trademark of Bayer Schering Pharma AG.
“Second Wind” is a licensed trademark of Pulmonary Rehabilitation Associates.
© 2012 Actelion Pharmaceuticals US, Inc. VEN-00010

DRUG INTERACTIONS
Antihypertensives and Vasodilators

¢ VENTAVIS has the potential to increase
the hypotensive effect of vasodilators
and antihypertensive agents.

Anticoagulants and Platelet Inhibitors

* VENTAVIS also has the potential to
increase risk of bleeding, particularly in
patients maintained on anticoagulants
or platelet inhibitors.

Please see brief summary of full prescribing
information on adjacent page.

entavis:
(loprost) atasazion

A spectrum of
inhaled PAH efficacy

www.VENTAVIS.com

1-866-ACTELION (1-866-228-3546)
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s of August 1, 2013, all pharmaceutical and medical
device manufacturers and group purchasing organi-
zations are now required to collect data on financial
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CCMEP

shine Act™).

Enlightenment from the Sunshine Act

arrangements with physicians and teaching hospitals to
comply with the Physician Payments Sunshine Act (“Sun-

As you might recall, the ACCP and other CME
providers commented during an open period to clarify
language regarding CME-accredited activities and the re-

entavis’

(iloprost) SEFASIN  rxonty

BRIEF SUMMARY

The following is a brief summary of the Full Prescribing Information for
Ventavis® (iloprost) Inhalation Solution. Please review the Full Prescribing
Information prior to prescribing Ventavis®.

INDICATIONS AND USAGE

Ventavis® is a synthetic analog of prostacyclin indicated for the treatment
of pulmonary arterial hypertension (PAH) (WHO Group 1) to improve a
composite endpoint consisting of exercise tolerance, symptoms (NYHA
Class), and lack of deterioration. Studies establishing effectiveness included
predominately patients with NYHA Functional Class IlI-IV symptoms and

ADVERSE REACTIONS

Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

Pre-marketing safety data on Ventavis (iloprost) were obtained from 215
patients with pulmonary arterial hypertension receiving iloprost in two
12-week clinical trials and two long-term extensions. Patients received
inhaled Ventavis for periods of from 1 day to more than 3 years. The median
number of weeks of exposure was 15. Forty patients completed 12 months
of open-label treatment with iloprost.

Table 1 shows adverse events reported by at least 4 Ventavis patients and
reported at least 3% more frequently for Ventavis patients than placebo
patients in the 12-week placebo-controlled study.

Table 1: Adverse Events in Phase 3 Clinical Trial

etiologies of idiopathic or heritable PAH (65%) or PAH associated with | pdverse Event Ventavis Placebo .Placehq
connective tissue disease (23%). n=101 n=102 %
DOSAGE AND ADMINISTRATION Vasodilation (flushing) 27 9 18
Recommended Dosing Cough increased 39 26 13
Ventavis is intended to be inhaled using either of two pulmonary drug | Headache 30 20 10
delivery devices: the I-neb® AAD® System or the Prodose® AAD® System. | Trismus 12 3 9
The first inhaled dose should be 2.5 mcg (as delivered at the mouthpiece) Insomnia ) 2 5
If this dose is well tolerated, dosing should be increased to 5.0 meg and
maintained at that dose; otherwise maintain the dose at 2.5 mcg. Ventavis | Nausea 13 8 5
should be taken 6 to 9 times per day (no more than once every 2 hours)during | Hypotension 11 6 5
waking hours, according to individual need and tolerability. The maximum Vomitin 7 2 5
daily dose evaluated in clinical studies was 45 mcg (5 meg 9 times per day). AKoh g. . 6
Direct mixing of Ventavis with other medications in the I-neb® AAD® System phos increase ! 5
or the Prodose® AAD® System has not been evaluated; do not mix with | Flu syndrome 14 10 4
other medications. To avoid potential interruptions in drug delivery due to | Back pain 7 3 4
equipment malfunctions, the patient should have easy access to a back-up P
I-neb®AAD® System or Prodose® AAD® System. Tongue pa\n 4 0 4
. s . Palpitations 7 4 3
Ventavis is supplied in 1 mL ampules in two concentrations: 10 meg/mL
and 20 meg/mL. Syncope 8 5 3
GGT increased 6 3 3
Delivered dose from ampule of: Muscle cramps 6 3 3
Nebulizer 10 meg/mL 20 meg/mL Hemoptysis 5 2 3
Pneumonia 4 1 3
I-neb® AAD® 2'50?];53%‘;%{é0m 5 meg from one ampule
Pre-marketing serious adverse events reported with the use of inhaled
Prodose® AAD® 25 0r 5 meg from N/A Ventavis and not shown in Table 1 include congestive heart failure, chest
two ampules pain, supraventricular tachycardia, dyspnea, peripheral edema, and kidney

The 20 meg/mL concentration is intended for patients who are maintained at
the 5 mcg dose and who have repeatedly experienced extended treatment
times which could result in incomplete dosing. Transitioning patients to
the 20 meg/mL concentration using the I-neb® AAD® System will decrease
treatment times to help maintain patient compliance.

For each inhalation session, the entire contents of each opened ampule of
Ventavis should be transferred into either the I-neb® AAD® System or the
Prodose® AAD® System medication chamber immediately before use (see
PATIENT COUNSELING INFORMATION). After each inhalation session,
any solution remaining in the medication chamber should be discarded. Use
of the remaining solution will result in unpredictable dosing. Patients should
follow the manufacturer’s instructions for cleaning the -neb® AAD® System
or the Prodose® AAD® System components after each dose administration.
Monitoring

Vital signs should be monitored while initiating Ventavis. (see WARNINGS
AND PRECAUTIONS).

Use in Patients with Pre-existing Hepatic Impairment

Because iloprost elimination is reduced in patients with impaired liver
function (see SPECIAL POPULATIONS), consider increasing the dosing
interval (e.g., 3-4 hours between doses depending on the patient's
response at the end of the dose interval) in patients with Child-Pugh Class
B or C hepatic impairment.

Use in Patients with Pre-existing Renal Impairment

Dose adjustment is not required in patients who are not on dialysis. The
effect of dialysis on iloprost is unknown (see SPECIAL POPULATIONS).
DOSAGE FORMS AND STRENGTHS

1 mLampules in two concentrations: 10 mcg/mL and 20 meg/mL.
CONTRAINDICATIONS

None.

WARNINGS AND PRECAUTIONS

Ventavis solution should not be allowed to come into contact with the skin
or eyes; oral ingestion of Ventavis solution should be avoided.

Risk of Syncope

Monitor vital signs while initiating Ventavis. Do not initiate Ventavis in
patients with systolic blood pressure below 85 mmHg. Syncope can also
occur in association with pulmonary arterial hypertension, particularly in
association with physical exertion. The occurrence of exertional syncope
may reflect a therapeutic gap or insufficient efficacy, and the need to adjust
dose or change therapy should be considered.

Pulmonary Venous Hypertension

Should signs of pulmonary edema occur when inhaled Ventavis is
administered in patients with pulmonary hypertension, stop treatment
immediately, as this may be a sign of pulmonary venous hypertension
Bronchospasm

Ventavis inhalation can induce bronchospasm. Bronchospasm may be more
severe or frequent in patients with a history of hyperreactive airways.
Ventavis has not been evaluated in patients with chronic obstructive
pulmonary disease (COPD), severe asthma, or with acute pulmonary
infections

failure.

In a small clinical trial (the STEP trial), safety trends in patients receiving
concomitant bosentan and Ventavis were consistent with those observed
in the larger experience of the Phase 3 study in patients receiving only
Ventavis or bosentan.

Adverse events with higher doses

In a study in healthy subjects (n=160), inhaled doses of iloprost solution
were given every 2 hours, beginning with 5 mcg and increasing up
to 20 mcg for a total of 6 dose inhalations (total cumulative dose of
70 mcg) or up to the highest dose tolerated in a subgroup of 40 subjects.
There were 13 subjects (32%) who failed to reach the highest scheduled
dose (20 mcg). Five were unable to increase the dose because of (mild to
moderate) transient chest pain/discomfort/tightness, usually accompanied
by headache, nausea, and dizziness. The remaining 8 subjects discontinued
for other reasons.

Postmarketing Experience

The following adverse reactions have been identified during the
postapproval use of Ventavis. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible
to reliably estimate their frequency or establish a causal relationship to
drug exposure.

Cases of bronchospasm and wheezing have been reported, particularly in
patients with a history of hyperreactive airways (see WARNINGS AND
PRECAUTIONS). Bleeding events most commonly reported as epistaxis
and hemoptysis were observed on Ventavis treatment (see DRUG
INTERACTIONS). Cases of thrombocytopenia, dizziness, diarrhea, mouth
and tongue irritation, dysgeusia, hypersensitivity, and rash have also been
reported with the use of Ventavis.

OVERDOSAGE

In clinical trials of Ventavis, no case of overdose was reported. Signs
and symptoms to be anticipated are extensions of the dose-limiting
pharmacological effects, including hypotension, headache, flushing, nausea,
vomiting, and diarrhea. A specific antidote is not known. Interruption of
the inhalation session, monitoring, and symptomatic measures are
recommended.

DRUG INTERACTIONS

During clinical trials, iloprost was used concurrently with anticoagulants,
diuretics, cardiac glycosides, calcium channel blockers, analgesics,
antipyretics, nonsteroidal anti-inflammatory drugs, corticosteroids, and
other medications. Intravenous infusion of iloprost had no effect on the
pharmacokinetics of digoxin. Acetylsalicylic acid did not alter the clearance
(pharmacokinetics) of iloprost.

Cytochrome P450

Although clinical studies have not been conducted with Ventavis (inhaled
iloprost), in vitro studies of iloprost indicate that no relevant inhibition of
cytochrome P450 drug metabolism would be expected.

Antihypertensives and Vasodilators

In studies in normal subjects, there was no pharmacodynamic interaction
between intravenous iloprost and either nifedipine, diltiazem, or captopril.
However, Ventavis has the potential to increase the hypotensive effect of
vasodilators and antihypertensive agents.

and Platelet itors

Since Ventavis inhibits platelet function, there is a potential for increased
risk of bleeding, particularly in patients maintained on anticoagulants or
platelet inhibitors.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category C. Ventavis (iloprost) has been shown to be
teratogenic in rats as described below. There are no adequate and well
controlled studies in pregnant women. Ventavis should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

In developmental toxicity studies in pregnant Han-Wistar rats,
continuous intravenous administration of iloprost at a dosage of
0.01 mg/kg daily (serum levels not available) led to shortened digits
of the thoracic extremity in fetuses and pups. In comparable studies in
pregnant Sprague-Dawley rats which received iloprost clathrate (13%
iloprost by weight) orally at dosages of up to 50 mg/kg/day (C,, of
90 ng/mL), in pregnant rabbits at intravenous dosages of up to
0.5 mg/kg/day (C,., of 86 ng/mL), and in pregnant monkeys at
dosages of up to 0.04 mg/kg/day (serum levels of 1 ng/mL), no
such digital anomalies or other gross-structural abnormalities were
observed in the fetuses/pups. However, in gravid Sprague-Dawley
rats, iloprost clathrate (13% iloprost) significantly increased the
number of non-viable fetuses at a maternally toxic oral dosage of
250 mg/kg/day and in Han-Wistar rats was found to be embryolethal in 15
of 44 litters at an intravenous dosage of 1 mg/kg/day.

Nursing Mothers

Itis notknown whether Ventavis is excreted in human milk. In studies with
Han-Wistar rats, higher mortality was observed in pups of lactating dams
receiving iloprost intravenously at 1 mg/kg daily. In Sprague-Dawley rats,
higher mortality was also observed in nursing pups at a maternally toxic oral
dose of 250 mg/kg/day of iloprost clathrate (13% iloprost by weight). In rats
apassage of low levels of iloprost or metabolites in to the milk was observed
(less than 1% of iloprost dose given intravenously). No disturbance of
post-natal development and reproductive performance was seen in animals
exposed during lactation. Because many drugs are excreted in human milk
and because of the potential for serious adverse reactions in nursing infants
from Ventavis, a decision to discontinue nursing should be made, taking into
account the importance of the drug to the mother.

Pediatric Use
Safety and efficacy in pediatric patients have not been established.

Geriatric Use

Clinical studies of Ventavis did not include sufficient numbers of subjects
aged 65 and older to determine whether they respond differently than
younger subjects. Other reported clinical experience has not identified
differences in responses between elderly and younger patients. In general,
dose selection for an elderly patient should be cautious, usually starting
at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function and of concomitant disease
or other drug therapy.

Hepatic Impairment

Ventavis has not been evaluated in subjects with impaired hepatic function.
However, inan intravenous iloprost study in patients with liver cirrhosis, the
mean clearance in Child-Pugh Class B subjects (n=5) was approximately
10 mL/min/kg (half that of healthy subjects). Following oral administration,
the mean AUC, ,, in Child-Pugh Class B subjects (n=3) was 1725 pg*h/mL
compared to 117 pg*h/mL in normal subjects (n=4) receiving the same oral
iloprost dose. In Child-Pugh Class A subjects (n=5), the mean AUC,, was
639 pg*h/mL. Although exposure increased with hepatic impairment, there
was no effect on half-life.

Renal Impairment

Ventavis has not been evaluated in subjects with impaired renal
function. However, in a study with intravenous infusion of iloprost in
patients with end-stage renal failure requiring intermittent dialysis
treatment (n=7), the mean AUC_,, was 230 pg*h/mL compared to
54 pg*h/mL in patients with renal failure (n=8) not requiring intermittent
dialysis and 48 pg*h/mL in normals. The half-life was similar in both groups.
The effect of dialysis on iloprost exposure has not been evaluated.

NONCLINICALTOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Iloprost was not mutagenic in bacterial and mammalian cells in the
presence or absence of extrinsic metabolic activation. lloprost did not
cause chromosomal aberrations in vitro in human lymphocytes and was
not clastogenic in vivo in NMRI/SPF mice. There was no evidence of
a tumorigenic effect of iloprost clathrate (13% iloprost by weight) in
Sprague-Dawley rats dosed orally for up to 8 months at doses of up to
125 mg/kg/day (C,., of 45 ng/mL serum), followed by 16 months at
100 mg/kg/day, or in Crl:CD-1%(ICR)BR albino mice dosed orally for up to
24 months at doses of up to 125 mg/kg/day (C,,, of 156 ng/mL serum).
The recommended clinical dosage regimen for iloprost (5 mcg) affords a
serum C,,, of 0.16 ng/mL. Fertility of males or females was not impaired in
Han-Wistar rats at intravenous doses up to 1 mg/kg/day.

PATIENT COUNSELING INFORMATION

Patients receiving Ventavis should be advised to use the drug only as
prescribed with either of two pulmonary drug delivery devices: the I-neb®
AAD® System or the Prodose® AAD® System, following the manufacturer’s
instructions (see DOSAGE AND ADMINISTRATION). Patients should
be trained in proper administration techniques including dosing frequency,
ampule dispensing, I-neb® AAD® System or the Prodose® AAD® System
operation, and equipment cleaning.

Advise patients that they may have a fall in blood pressure with Ventavis,
so they may become dizzy or even faint. They should stand up slowly when
they get out of a chair or bed. If fainting gets worse, patients should consult
their physicians about dose adjustment.

Advise patients that Ventavis should be inhaled at intervals of not less than
2 hours and that the acute benefits of Ventavis may not last 2 hours. Thus
patients may want to adjust times of administration to cover planned activities.

Manufactured for:

QE LION

5000 Shoreline Court, Ste. 200, South San Francisco, CA 94080
Revised August 2012 ACT20120809

© 2012 Actelion Pharmaceuticals US, Inc. VEN-00034

quirements under this legislation. As
of February 2013, the Centers for
Medicare & Medicaid Services (CMS)
published the final rule implementing
the Sunshine Act, which was passed
as part of the Affordable Care Act.

The Sunshine Act requires manu-
facturers of drugs, devices, biologics,
or medical supplies covered by
Medicare, Medicaid, or the Children’s
Health Insurance Program to report
payments and other transfers of value
to physicians and teaching hospitals.

The Sunshine Act also requires
manufacturers and government
provider organizations (GPOs) to dis-
close ownership or investment inter-
ests held by physicians or their
immediate family members. August
1, 2013, is the start date by which
manufacturers and GPOs must begin
collecting the required data, and they
must report data for the remainder of
2013 to CMS by March 31, 2014.

As anticipated, there are many
communicating how to best maintain
compliance activity among manufac-
turers and GPOs, including such ar-
eas like securing technology
platforms and developing internal re-
porting systems and protocols. I
would anticipate over the coming
months a number of data collection
questions and glitches. As initial re-
ports are complete, it will be impor-
tant for all physicians to be very
aware and take action on reviewing
their data to maintain accuracy.

What type of financial data will be
reported? Honoraria, meals, travel
expenses, grants from manufacturers,
ownership and investment interests,
gifts, and other transfers of value
(810 or more) to physicians or their
immediate family members from
pharmaceutical and medical device
companies will be subject to being
reported and published online begin-
ning September 30, 2014.

Physicians throughout all sectors
need to make sure their financial and
conflict of interest disclosures and in-
formation associated with their na-
tional provider identifier (NPI) are
continuously updated. It will be their
responsibility to check for accuracy
noting that they will have a mini-
mum of 45 days to dispute any infor-
mation before it is made public.
Beginning in January 2014, physicians
can begin to request from CMS a
consolidated report on activities each
June for the prior reporting year.

The “Final Rule” provided by CMS
earlier this year was 35 pages of regu-
lations and 251 pages of explanations.
One can deduce that a significant

Continued on following page



NETWORKS: Palliative care telemedicine, Sleep Med at CHEST 2013

Palliative and End-of-Life Care
Telemedicine as a tool for early
family conferences in critically ill
patients transferring to a tertiary
care center

Evidence suggests that early palliative
care consultations for critically ill pa-
tients may be associated with reduced
health-care costs while improving
family satisfaction. However, critically
ill patients at smaller rural hospitals
who are often transferred to tertiary

T

t.org/"er . l

care center (TCC) ICUs are often not
able to participate in discussions re-
garding disease processes, prognosis,
goals of care, and shared decision
making until after they have been
transferred. There is a gap in the stan-
dard of care related to early commu-
nication in this particular group of
critically ill patients.

Telemedicine is a tool that we are us-
ing to provide family members and
treatment teams the opportunity to
participate in early family conferences
and/ or palliative care consultations pri-
or to a patient transferring to a TCC.

At our institution at the University
of Vermont, we conducted a small
retrospective study of these telemed-
icine family conferences that showed
64% of patients did transfer to a
TCC; however, ultimately 58% trans-
ferred back to the referring hospital
for end-of-life care. We have also
conducted a prospective qualitative
study on the experience of partici-
pants of these conferences. Family
members and clinicians have re-
sponded favorably to this form of

Continued from previous page

amount of thought, feedback, data
capture, and definitional provision
has been put into the implementa-
tion of this act. The key message for
the physician community and their
immediate family members is that
they need to be well-informed about
what types of data are being pub-
lished about them going forward.

communication, and we have created posttraumatic stress disorder and

tured telemedicine family conference

NEWS FROM THE COLLEGE HEEHEE

a structured intervention for use dur- anxiety among family members, and  intervention vs conference conducted

ing these discussions. align care with patients’ wishes. In after transfer.
We believe this telemedicine inter-  order to investigate this further, we
vention will increase family satisfac- are currently conducting a prospec-

tion, decrease symptoms of tive comparative study of a struc-

Prema R. Menon, MD
Steering Committee Member
Continued on following page

To determine epidermal growth factor receptor (EGFR) mutation or anaplastic
lymphoma kinase (ALK) rearrangement status in the diagnosis of advanced
non-small cell lung cancer (NSCLC),

NSCLC FOR BIOMARKER TESTING

...and ensure that EGFR mutation and ALK rearrangement
status are available to inform treatment decisions

Help improve patient outcomes through a multidisciplinary

approach to biomarker testing

e Biomarker testing at diagnosis is critical to providing timely
information that drives clinical decisions

¢ Obtain adequate quantity and quality of tissue samples to
help ensure an accurate diagnosis and reduce the need for
repeat biopsies \

Visit LETSTESTNOW.COM to learn more

Find current information on biomarker testing
and treatment decisions in advanced NSCLC

o
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’ Watch expert videos and thought leader commentary;,
L~ including sample requirements for biomarker testing

Review innovative techniques on streamlining biomarker
B testing and implementing a multidisciplinary approach

Access interactive tools and patient education resources
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Sleep Medicine

A guide to sleep at CHEST 2013

I hope that you are all gearing up for
our meeting this fall in Chicago; as
always, the Program Committee has
arranged a fantastic meeting with a
diverse program, but I wanted to
point out a couple of agenda items in
the sleep curriculum:

Our postgraduate course on Satur-
day, October 26, was initially intend-
ed as a board review, before the
ABIM saw fit to move up the exami-
nation date. As a result, this course
will instead be a year-in-review, cov-
ering the best of the literature over
the last 12 months; the session will
also be supplemented by the use of
an audience response system, allow-
ing the audience to play along and
show their knowledge of the newest
developments in sleep medicine.

There is a whopping number of
great sessions on Sunday, including
“Management of Insomnia in 2013,”
developed from results of our survey
in the spring; this session will include
a brief primer on cognitive behav-
ioral therapy. Later that day will be
one of our NetWork highlights,
“Highly Controversial Topics in Sleep
Medicine,” with discussions on the
growing use of sodium oxybate for

IR NEWS FROM THE COLLEGE

insomnia and the role of modafinil
for cognitive enhancement.

In the afternoon, Dr. Mark
Rosekind, member of the National
Transportation Safety Board, will be
highlighting a session on sleep medi-
cine and transportation safety. The
day will be capped off by an evening
session led by our NetWork Vice
Chair, who will be orchestrating a
panel discussion on the future of
sleep medicine.

Attendance at Monday’s NetWork
Open Forum is a must for anyone
wanting to become more involved in
the Sleep NetWork. The session will
offer a chance to meet with NetWork
leadership and to hear about the cur-
rent activities and priorities of the
Steering Committee. We are almost al-
ways looking for volunteers for one or
more of our ongoing projects; attend-
ing the session ensures that you can
both sign up and express your interest
in person! In addition, you get to hear
a great lecture from Dr. Fred Turek.

The rest of the meeting is similarly
packed; Tuesday will feature a panel
discussion on sleep deprivation and
the restriction of resident work
hours. Wednesday houses our second
NetWork highlight, “Intermittent
Hypoxia and OSA Comorbidity,”
which may make many of us rethink
our focus on the apnea-hypopnea in-

SEPTEMBER 2013 o CHEST PHYSICIAN

looking to be a spectacular year for
sleep medicine education at CHEST,
and there are many more sessions
that I haven’t enough space to high-
light. I sincerely hope that you will
join us in Chicago and come by and
say “hi” at the NetWork Forum!

Dr. David Schulman, FCCP

Chair

dex as the prime target for therapy of
sleep-disordered breathing. Lastly,
Thursday will feature a 4-hour sym-
posium, “Sleep Medicine in 2013,”
highlighted by the debut of the Col-
lege’s newest game show, “Who
Wants to be a Somnologist?” with
prizes for the winners.

For all of these reasons, 2013 is

This Month in CHEST:
Editor’s Picks

BY DR. RICHARD S.
IRWIN, MASTER FCCP
CHEST Editor in Chief

Systematic Re-
view and Meta-
analysis. By Dr.
E. Atlantis et al.

Impact of COPD on Long-term

Outcome After ST-Segment Eleva-
tion Myocardial Infarction Receiv-
ing Primary Percutaneous
Coronary Intervention. By Dr. G.
Campo et al.

Heterogeneous Pulmonary Phe-
notypes Associated With Muta-
tions in the Thyroid Transcription
Factor Gene NKX2-1. By Dr. A.
Hamvas et al.

COMMENTARY

The Undervaluation of Evalua-
tion and Management Profession-
al Services: The Lasting Impact of
Current Procedural Terminology
Code Deficiencies on Physician
Payment. By Dr. E. A. Kumetz; and
Dr. J. D. Goodson.

Cardiovascular Safety in Patients
Receiving Roflumilast for the
Treatment of COPD. By Dr. W, B.
White et al.

Bidirectional Associations Be-
tween Clinically Relevant Depres-
sion or Anxiety and COPD: A

\\\

CHEST Podcasts

CHEST

Relevant Insights Into Chest Medicine

Don't miss the monthly CHEST Podcasts, featuring lively
discussions with CHEST authors. Hear them dive deeper into
their studies, listen as point/counterpoint editorials come alive,
or walk through ACCP guidelines updates with the chairs.

Listen Today

Access current podcasts from

the CHEST Journal home page at
journal.publications.chestnet.org.
Archived podcasts are also
available on the site.

Subscribe to CHEST Podcasts,
free of charge, through iTunes®.
(Search for “CHEST Journal
Podcasts” in the iTunes® store.)

Listen from the CHEST app,
available for the iPhone®, iPad®,
and iPod Touch®.

Connect using the QR code.

journal.publications.chestnet.org

ACCP
Simulation
Program 1
for Advanced

Clinical Education Ultrasound Courses

Focused Thoracic and Vascular Ultrasound
September 19-20
Wheeling, IL

Designed to familiarize frontline intensivists with thoracic

Master New Skills.
Advance Your Career.

and vascular ultrasonography for diagnosis and man-
agement of critically ill patients, this course will use live
models and vascular ultrasound task trainers to provide
hands-on learning.

Critical Care Echocardiography
September 21-22
Wheeling, IL

Demonstrate and practice skills for integrating general crit-
ical care ultrasonography with bedside echocardiography.

Learn More and Register
Designed for frontline intensivists, the course will focus

chestnet.org/simulation g iy - - : -
on image acquisition and interpretation skills required to
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guide the management of patients with cardiopulmonary
failure in the ICU.

Simulation Education. Real Results.

i, '(. . T 1 i




PALLIATIVELY SPEAKING: Advance care planning is measurably good

BY STEPHEN J. BEKANICH,
M.D., AND LEIGH A.
FREDHOLM, M.D.

hether we agree or not with

the validity of Hospital

Consumer Assessment of
Healthcare Providers and Systems
(HCAHPS) or the penalties of high
30-day readmissions, it would be
challenging to find a group where
these measures are not popping up
on dashboard reports. Can advance
care planning aid in bending these
metrics in a favorable direction? We
would argue in the affirmative.

Approximately 30% of Medicare
dollars are spent on the 5% of bene-
ficiaries who die each year (Health
Serv. Res. 2004;39:363-75). The last
month of life for those Medicare
benefits account for one-third of the
expenditures.

A longitudinal, multi-institutional
study following more than 600 in-
curable cancer patients looked at
whether having a discussion about
end-of-life preferences made a dif-
ference in quality or cost of care
(Arch. Intern. Med. 2009;169:480-8).

Baseline end-of-life discussions
were documented with a single

question: “Have you and your doc-
tor discussed any particular wishes
you have about the care you would
want to receive if you were dying?”
For those who answered yes, not

DR. BEKANICH

DR. FREDHOLM

only did costs turn out to be lower
by over 35% but quality of care was
rated by family members to be
higher and people were more likely
to spend their final days at home
rather than in the hospital (53.8%
versus. 37.8%).

This is particularly impressive
against the backdrop, demonstrated
in many studies, that, when these
conversations do occur they last for
only a few minutes, the patients
don’t have an opportunity to ade-
quately express themselves, care-
givers are left wanting more

information, and details on specific
elements of choices for care are
scant.

Perhaps the most tested, sophisti-
cated, and celebrated model for ad-
vance care planning is practiced
throughout the Gunderson Health
System in La Crosse, Wis.

In its model, certified advance
care planning facilitators (most of
whom are nurses) see patients in all
venues, from the home to the hospi-
tal. They craft disease-specific ad-
vance directives with patients and
families, the results of which are
shared with the patient’s entire
community including providers,
family members, and others within
the community.

Their results, which have been re-
produced by other systems using
the Gunderson methods, are quite
staggering. If we consider the per-
centage of patients with advanced
illnesses who have completed ad-
vance directives, the percentage of
physicians who are aware of those
advance directives, and then have
consistency between the directives
and which treatments are actually
delivered, then we find that nation-
al data show us hitting below the

50% mark on all three of these is-
sues (J. Am. Geriatr. Soc.
2010;58:1249-55).

Using Gunderson’s advance care
planning program, these metrics all
skyrocket to 95% or higher.

Translation? When the Dart-
mouth Atlas Study data from 2007
are used to compare the number of
days spent in the hospital and cost
of care over the last 2 years of life,
the Gunderson numbers are far
more attractive. Their patients
spend less than 14 days in the hospi-
tal and their cost of care is less than
$19,000 over those 2 years.

For similar patient populations in
other medical centers, the days
spent in the hospital are 40-55 and
costs exceed $60,000 during the
same period of time.

In our quest to build the better
system, let’s highlight the role of
advance care planning and resource
it appropriately.

Dr. Bekanich and Dr. Fredholm are
codirectors of Seton Health Palliative
Care, part of the University of Texas
Southwestern Residency Programs in
Austin. Their blog appears monthly at
ehospitalistnews.com

INSPIRE

INSIGHT. PERSPECTIVE.

HICAGE

INSPIRATION.

Insight. Perspective. Inspiration. That's what you can expect at CHEST 2013,
where hundreds of sessions will feature a learning program in pulmonary, critical
care, and sleep medicine. Relevant updates on patient care and practice management
strategies will offer insight, perspective, and inspiration you can seamlessly
incorporate into your practice to stay at the forefront of clinical chest medicine.

Don’t miss:

m Five postgraduate courses

= More than 500 general sessions

= An expanded simulation program

m Opening sessions with keynote speakers to kick off the day

m Original investigation presentations

m New diagnostic and treatment solutions in the Clinical Resource Center

Register Today

chestmeeting.chestnet.org

LEADING A GLOBAL COMMUNITY IN CLINICAL CHEST MEDICINE

Pulmonary ¢ Critical Care ¢ Sleep

CHE L%

October 26 - 31
Chicago, lllinois

Keynote Speakers

Begin Sunday and Monday by attending
the opening sessions, featuring
internationally renowned speakers.

Sunday, October 27
8:45 am —10:30 am

Keynote Speaker:

Jim Collins

Best-selling author of Good
to Great and five other books

Monday, October 28
9:15 am - 10:30 am

Keynote Speaker:

Chris Draft

Former NFL linebacker, author,
community activist, and founder of
the Chris Draft Family Foundation

Don’t Miss
CHEST 2013
Because of Your
Busy Schedule

If you have trouble getting
away from the demands of
your day-to-day practice,
consider these flexible
options:
B Register for 1 day only,
Sunday through Thursday.
B Attend for the weekend by
registering for a Saturday
course and the Sunday
1-day registration.

Learn More
chestmeeting.chestnet.org/
Meeting-Information

HES
FOUNDATION®
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CMS apps help track payments from industry sources

BY ALICIA AULT
IMNG Medical News

help log drug, device, and diag-

nostic manufacturer payments to
doctors and health care providers, as
called for by the Affordable Care Act.

Two new smartphone apps aim to

uill_ Ve

Personal Profile

Manage Vendors
Add Payment
View Payments
Read QR Code

Export All Payment Data

Record keeping: Users can enter all
details of transactions with companies.

CENTERS FOR MEDICARE AND MEDICAID SERVICES

To promote transparency in rela-
tionships between providers and in-
dustry, the ACA requires that
manufacturers track and report pay-
ments for consulting, honoraria, and
more.

Originally known as the Sunshine
Act, the effort is now called the Open
Payments Program by the Centers for
Medicare and Medicaid Services.

While physicians are not required
to inventory anything of value they
receive from manufacturers, CMS
and many medical professional soci-
eties advise that they do so.

The app for physicians — Open Pay-
ments for Physicians — is designed to
help doctors keep tabs on all their
transactions in real time.

Users can manually enter all the in-
formation regarding a particular trans-
action, for example, the receipt of a
grant payment or a gift that’s worth
more than $10.

The app is free and can be down-
loaded from the iTunes App Store or
from Google Play.

CMS also created an app for indus-
try representatives to use (Open Pay-
ments for Industry).

Industry users and physician users
can exchange information with their

CHEST Ultrasound

New Video-Based
Ultrasound Series

Using real cases submitted by practicing physicians,
Ultrasound Corner presents key concepts of critical
care ultrasonography and ways to integrate point-of-
care ultrasound in patient evaluation. Videos correlate
patient ultrasound studies with standard radiographic
imaging, challenging you to:

m [nterpretimages.
m Integrate the results into a patient diagnostic plan.

Connect to This New Series Today

journal.publications.chestnet.org

A CHEST Journal subscription is required to view Ultrasound Corner.

apps. By using a built-in QR (quick
response) code reader, the manufac-
turer can transfer a record of a trans-
action to the physician for review,
according to the agency.

In a blog post, CMS Program In-
tegrity Director Dr. Peter Budetti
said the agency’s “foray into mobile
technology is about providing user-
friendly tools for doctors, manufac-
turers, and others in the health care
industry to use in working with us
to implement the law in a smart
way.”

The idea is that physicians can use
the records contained in the app to
compare what’s reported by manu-
facturers to CMS. There is a 45-day
lag between when the data are re-
ported to CMS and posted publicly.

Advising patients on health habits
More than two-thirds of Americans
say their physicians usually discuss
their health habits, including the ben-
efits of a healthy diet and regular ex-
ercise, a Gallup survey finds.
Physicians are less likely to discuss
smoking — just half of patients re-
ported their physician broaches the
topic during visits, although 79% of
current smokers say the topic comes
up, the poll says. This lack of coun-
seling on smoking could be because
smoking is less prevalent than over-
weight or obesity: Only 19% of
Americans say they currently smoke,
while 45% say they are overweight,
the study authors say. “However, in-
creasing the frequency of these dis-
cussions with nonsmokers could
prevent more nonsmokers from ever
starting and more former smokers
from returning to old habits,” the au-
thors say.

MDs: EHRs = improved outcomes
Electronic health records improve pa-
tient outcomes, but the benefits don’t
outweigh the costs, according to a
survey of physicians conducted by
athenahealth, which sells EHRs. Inde-
pendent physicians are more likely to
feel this way than are employed physi-
cians, the survey found. Further, the
survey revealed both unfamiliarity
and doubts about accountable care
models. Three-quarters of physicians
say they were at best “somewhat fa-
miliar with” an ACO, and 26% say
they aren't sure if they're participating

POLICY & PRACTICE

For more health reform news, scan the 0]
QR code to listen to a weekly podcast
from IMNG Medical Media.

Physicians have that window to chal-
lenge the reports before they are
posted on the Open Payments web-
site. Corrections can be made later,
but the erroneous data will likely stay
public for a while.

The first year of the program will
be a little bit more forgiving. Data col-
lected beginning Aug. 1 won't be pub-
licly reported until September 2014.

The apps can’t be used to directly
transfer data to CMS, said the agency,
which added that although it devel-
oped the apps, it will not “validate
the accuracy of data stored in the
apps, nor will it be responsible for
protecting data stored in the apps.”

aault@frontlinemedcom.com
On Twitter @aliciaault

Bl

in any pay-for-performance programs.
The majority of physicians said ACOs
will positively affect quality of care
but negatively affect profits, and also
will create more burden to get paid.

ACOs continue to grow

The number of US. ACOs has more
than doubled in the past year, and
Medicare ACOs now outnumber
non-Medicare ACO entities, accord-
ing to a report from Leavitt Partners,
a business intelligence consultancy.
Nearly 500 ACOs now are operating,
with patients enrolled in accountable
care in all 50 states. ACOs are most
common in the most populous
states, including Florida, California,
and the Northeast, the report
showed; Boston and Orlando each
boast more than 15 ACOs. Medicare
ACOs — entities participating either
in the Medicare Shared Savings Pro-
gram or the Pioneer program — ac-
count for 52% of the total, according
to the report, although the authors
note that multiple non-Medicare
ACOs are in development and could
launch soon.

Incentives spur e-prescribing
Physicians adopted e-prescribing more
enthusiastically following the imple-
mentation of federal incentive pro-
grams, a study in Health Affairs found.
Congress authorized e-prescribing in-
centives in 2008, and as of December
2010, close to 40% of active e-pre-
scribers had adopted the technology in
response to the federal program.
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CLASSIFIEDS

www.MedJobNetwork.com

METRO SOUTH CAROLINA MAYO

CLINIC

Hospital employed Pul/CC position joining
well established 10 physician Pul/CC
group nestled in the Blue Ridge Mountains
and nationally ranked for places to live two
hours to Atlanta and Charlotte associated
with a 420 bed health system. 1-11 call.
Excellent salary,signing and production
bonus and benefits.

DONOHUE AND ASSOCIATES
800-831-5475
donohueandassoc@aol.com

NEW MEXICO
Farmington

San Juan Regional Medical Center in
Farmington, NM is recruiting a Pulmo-
nologist to join The San Juan Regional
Heart Center with a focus on pulmonary
hypertension and right heart catheteriza-
tions and will participate in acute consults.
This is a Hospital-employed, cardiovascu-
lar practice setting with a competitive com-
pensation plan, benefit package, reloca-
tion, and a sign-on bonus. Contact Terri
Smith: 888-282-6591 tsmith @sjrmc.net

NORTH DAKOTA

Pulmonary/Critical Care position in
North Dakota. Hospital Employed;
Base Salary - $400,000; Signing Bonus —
Up To - $30,000; Full Benefits; Level I
Trauma Center.

If you're looking for great quality of life
within a city with excellent family values,
this city has it all.

Please call Robert Overfield at
800-839-4728 or email your CV to
overfield@beck-field.com

Pulmonary/Critical Care/Sleep Physician

Heal the sick, advance the science, share knowledge.

The Division of Pulmonary & Critical Care Medicine at Mayo Clinic in Rochester, MN, is seeking candidates for a full-time position.

Candidates must be board-certified or board-eligible pulmonary/critical care physicians and have a strong commitment to
academics in practice and education with preferred interests in critical care and/or sleep medicine.

The Division of Pulmonary & Critical Care Medicine at our Rochester location consists of over 50 board-certified physicians and
scientists. The clinical practice includes extensive critical care opportunities in our dedicated 24-bed MICU, elCU and consultative
critical care. Sleep-certified applicants will have the opportunity to practice in our world-renowned AASM-accredited 24-bed
sleep disorder center staffed by a multidisciplinary team of pulmonologists, neurologists and psychiatrists. Participation in the
pulmonary subspecialty clinics, which focus on lung cancer, interstitial lung disease, pulmonary vascular diseases and COPD is
also possible. Three ACGME-accredited fellowship training programs supported by the division (pulmonary & critical care, critical
care and sleep) provide ample teaching opportunities.

Mayo Clinic is an excellent choice for the candidate who is seeking a career in a world-class academic medical center where
Pulmonology is ranked #1 by U.S. News & World Report in 2013. Our multi-disciplinary group practice consists of approximately
3,800 physicians and scientists across all locations working in a unique environment that brings together the best in patient care,
groundbreaking research and innovative medical education. Mayo Clinic offers a highly competitive compensation package, which
includes exceptional benefits, and has been recognized by Fortune magazine as one of the "100 Best Companies to Work for."

To apply and learn more, please visit www.mayoclinic.org/physician-jobs and reference job posting 26735BR. Interested
individuals are invited to apply online by October 31, 2013.

Mayo Foundation is an affirmative action and equal opportunity employer and educator. Post-offer/pre-employment drug screening is required.

ILLINOIS
Prairie
We have an exciting Pulmonary/Critical
Care opportunity with an established pri-
vate practice near Chicago. We are seek-
ing a 4th BC/BE physician for our rapidly
growing practice. Sleep training a plus but
not required. We offer a competitive com-
pensation and benefits package.

If interested please forward your CV to
icuslp2@gmail.com or fax to 708-983-
6063.

HEST Physician

CLASSIFIEDS

For Deadlines and
More Information, Contact:
John Baltazar
Tel: (917) 488-1528
jbaltazar@americanmedicalcomm.com

SIMNG
MEDICAL MEDIA

Follow the ACCP

facebook.com/accpchest

twitter.com/accpchest
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Moving? Look to Classified Notices for
practices available in your area.

Living Well Means Breathing Well.

ONEABresatty

Join the Online Community

OneBreath.org

@ Hedlth

University of Cincinnati
Sleep Physician

The Division of Pulmonary, Critical Care and Sleep Medicine (PCC-
SM) at the University Of Cincinnati and growing UC Health network
seeks an ABMS BC/BE sleep medicine specialist to join our vibrant
and growing 30 member group. Practice will include a busy sleep
medicine outpatient service, interpretation of polysomnographies
in the state of the art AASM-accredited UC Comprehensive Sleep
Medicine Centers, and possibly training of fellows in an accredited
joint Children’s Hospital/UC Sleep Medicine Fellowship.

Candidates who are BC/BE in pulmonary and critical care medicine
may also round on pulmonary outpatient and inpatient consult ser-
vices, MICU services, and provide training for our fully accredited
PCCM fellowship.

Please send curriculum vitae to:

Frank McCormack, MD
Division Director
Pulmonary, Critical Care & Sleep Medicine
University of Cincinnati
231 Albert Sabin Way
Cincinnati, OH 45267-0564

Telephone number (513) 558-4858
Email to Frank.mccormack@uc.edu

The University of Cincinnati is an Affirmative Action
Equal Opportunity Employer

Disclaimer chest Physician assumes the statements made
in classified advertisements are accurate, but cannot investi-
gate the statements and assumes no responsibility or liability
concerning their content. The Publisher reserves the right to
decline, withdraw, or edit advertisements. Every effort will be
made to avoid mistakes, but responsibility cannot be accepted
for clerical or printer errors.




30

CLASSIFIEDS

www.MedJobNetwork.com

SEPTEMBER 2013 o CHEST PHYSICIAN

[

pa Lahey Hospital

& Medical Center

Pulmonary & Critical Care Medicine

Presents

State of the Art Endobronchial Ultrasound TBNA
& Navigation Bronchoscopy:
Diagnosis & Management of Mediastinal Disease
& the Peripheral Nodule

Saturday, November 23, 2013
Lahey Hospital & Medical Center
Burlington, MA 01805

Course Director: Carla Lamb, M.D.

This course will serve as an introduction to endobronchial
ultrasound and airway navigation system applications for
pulmonologists and thoracic surgeons. The course will
employ lectures by experts and a hands-on workshop will
familiarize the participants with currently available ultrasound
and navigation technology for use by pulmonologists and
thoracic surgeons. Activity approved for 8.5 AMA PRA
Category 1 credit™.

Information:
Continuing Medical Education Office
Phone: 781.744.8056
Email: cme@lahey.org
Website: www.lahey.org/EBUSConference2013

& Hedlth

Director of Adult Cystic Fibrosis

The University of Cincinnati Division of Pulmonary, Critical Care and
Sleep Medicine (PCCSM) has an open faculty position at the As-
sistant, Associate or Professor level for Director of Adult Cystic Fi-
brosis. The adult CF team comprises 3 physicians, a social worker,
anurse coordinator and a dietician who care for approximately 120
patients with CF and conduct clinical trials. The successful candi-
date will be M.D. or M.D., pHD trained, and will bring an established
basic or translational research program that is funded or well
positioned for funding.

An attractive package that includes laboratory or clinical program
support and an endowed chair will be provided. The University of
Cincinnati has a long history of exemplary basic and clinical sci-
ence research within the College of Medicine and Cincinnati Chil-
dren's Hospital Medical Center (CCMC), including robust clinical
and research pediatric CF programs. The PCCSM Division is com-
prised of 30 full time faculty members and 12 fellows with broad
subspecialty interests.

Please contact:

Frank McCormack, MD
Director, UC PCCSM
with a letter of interest and CV via e-mail at
frank.mccormack@uc.edu

The University of Cincinnatiis an Affirmative Action
Equal Opportunity Employer

| Hedlth

Pulmonary, Critical Care and
Sleep Medicine Investigator
Assistant, Associate Professor Level

The University of Cincinnati Division of Pulmonary, Critical Care and
Sleep Medicine (PCCSM) has an open faculty position at the As-
sistant or Associate Professor level for an investigator interested
in basic or translational research in pulmonary vascular diseases,
including pulmonary arterial hypertension and chronic throm-
boembolic disease. Completion of PhD, M.D. or M.D. /PhD train-
ing is required. The successful candidate will have a track record
of scholarly productivity and an established or nascent research
program that is funded or well positioned for funding.

The University of Cincinnati has a long history of strong basic sci-
ence research programs and offers many opportunities for col-
laboration within the College of Medicine as well as with Cincin-
nati Children's Medical Center. The PCCSM Division is comprised
of 30 full time faculty members and 12 fellows with broad sub-
specialty interests, and a well-established and growing pulmonary
arterial hypertension program.

Please contact:

Jean M. Elwing, MD, Director
Pulmonary Hypertension Program
with a letter of interest and CV via e-mail at
jean.elwing@uc.edu

The University of Cincinnati is an Affirmative Action
Equal Opportunity Employer
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NEW MEXICO
Albuquerque

Presbyterian Healthcare Services is seek-
ing BE/BC Pulmonary/Critical Care trained
physicians to join Presbyterian Medical
Group.

Our medical group employs more than 600
primary care and specialty providers and
is the fastest growing employed physician
group in New Mexico. Presbyterian Health-
care Services is a locally owned, not-for-
profit organization based in Albugquerque.
We have been proudly providing care to
New Mexicans for 103 years.

In addition to a guaranteed salary we also
offer an incentive bonus, relocation, health,
dental vision life insurance, 403(b), 457(b),
short &long term disability, CME al-
lowance, etc.

Albuquerque thrives as New Mexico’s
largest metropolitan center and has been
listed as one of the best places to live in
the United States by several major publi-
cations. Albuquerque is also home to the
University of New Mexico, a world
renowned institution.

For more information, e-mail Kelly Herrera
at kherrera@phs.org

or call 1-505-823-8771. Visit our website
at www.phs.org

Disclaimer

Chest Physician assumes the statements made in classified adver-
tisements are accurate, but cannot investigate the statements and
assumes no responsibility or liability concerning their content. The
Publisher reserves the right to decline, withdraw, or edit advertise-
ments. Every effort will be made to avoid mistakes, but responsibility
cannot be accepted for clerical or printer errors.
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For Deadlines and
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John Baltazar
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MEDICAL MEDIA

GEORGIA, Atlanta

The Atlanta VA Medical Center and
Division of Pulmonary, Allergy & Critical
Care Medicine at Emory University are
seeking a physician-scientist or clinician-
investigator to lead the VA Pulmonary
Section. Candidates should be Assistant or
Associate Professor with demonstrated
success in laboratory or clinical research
and a strong commitment to mentoring
fellows and junior faculty. The VA
Pulmonary Section includes 7 physicians
with NIH and VA funded research and 3 VA
career development awardees. The
successful candidate will assume a
leadership role integrating clinical and
academic functions with the 50 full-time
faculty and NIH funded training program of
the Pulmonary Division in the Department
of Medicine. Atlanta is a thriving metro-
politan area. The VA Medical Center is ad-
jacent to the campuses of Emory Univer-
sity and the Centers for Disease Control.
Interested applicants should contact:

David M. Guidot, MD, Division

Director, at 404-712-2970 or
dguidot@emory.edu and apply online
at www.usajobs.gov, announcement
JV-13-238CW-874134 for consideration.

IDAHO

Pulmonary/Critical Care position in
Southeast Idaho. Hospital Employed;
Excellent Base Salary ; Full Benefits —
Signing Bonus; Busy Out Patient Clinic; 20
Bed ICU; Four Bed Sleep Lab.
If you're tired of the “rat race” and want a
quality of life for your family with excellent
income potential, call:
Robert Overfield at 800-839-4728
or email your CV to
overfield@beck-field.com
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New lows for malpractice awards

Report from page 1

accountability for medical errors.”

Examining data from the National
Practitioner Data Bank, Public Citi-
zen found that in 2012, both the
number of awards (9,379) and the
amount of those payouts ($3.1 bil-
lion) was the lowest on record, once
adjusted for inflation. In 2012, the av-
erage payment was about $335,000.

The big driver for the drop in mal-
practice awards is likely state laws that
have imposed caps on the amount of
noneconomic damages that patients
can receive, according to Public Citizen.

The decline in litigation awards ap-
pears to be good news for doctors,
who overall experienced a decrease in
medical liability insurance premiums
during the same period. Physician
premiums fell to 0.36% of health care
costs, the lowest amount in a decade,
the report said.

But consumers are losing out, Pub-
lic Citizen argued, because health
care costs are up 58.3% over the last
decade. And reports continue to be
published showing high rates of ad-
verse events in U.S. hospitals.

Public Citizen cited a 2010 report
from the inspector general of the fed-
eral Department of Health and Hu-
man Services that found that one in

seven hospitalized Medicare benefi-
ciaries experienced a serious adverse
event, which contributed to death in
1.5% of patients.

But Texas Medical Association Presi-
dent Stephen L. Brotherton countered
that medical liability reform actually
creates a safer health care environment
by improving access to care.

Texas voters approved comprehen-
sive medical liability reform in 2003,
including a cap on noneconomic
damages. Before that law was enact-
ed, the state had been losing physi-
cians who couldn’t afford their rising
malpractice premiums or feared the
personal and professional upheaval of
a lawsuit, said Dr. Brotherton, an or-
thopedic surgeon in Fort Worth.

“We were losing people in the
prime of their practice,” Dr. Brother-
ton explained.

Many Texas counties had no access
to high-risk specialty care, including
ob.gyns and neurosurgeons, he not-
ed. And hospitals were having diffi-
culty finding physicians willing to
take call in the emergency depart-
ment. As a result, patients in rural ar-
eas couldn’t get access to high-risk
specialty care, and some physicians
were increasing the volume in their

Dr. Lary Robinson, FCCP, com-
ments: The consumer rights ad-
vocacy group Public Citizen,
based in Washington, reports that
the number of inflation-
adjusted malpractice suit
awards and total mone-
tary payouts in the Unit-
ed States fell 28%
between 2003 and 2012.
This group felt that the
decline in awards was re-
lated to new state laws
that imposed caps on non-
economic damages. In addition Pub-
lic Citizen laments that malpractice
premiums have declined based on
the fact that they fell to 0.36% of the
total health care bill, yet overall
health care costs are up 58.3%.

In reality, the rise in malpractice
premiums in most states has just
slowed or leveled out and it has
declined in only a few states such
as Texas after its tort re-
form legislation. Howev-
er, the rise in health care
costs has never been di-
rectly tied to malpractice
awards or premiums, but
rather rising overall costs
are driven by multiple
other patient factors.

The main benefit of
malpractice legislation in most
states such as Texas has been to
improve patient access to high-risk
specialty care physicians who are
now returning to practice in states
where tort reform has passed.”

practice to unsafe levels to meet fi-
nancial pressures from rising insur-
ance premiums, Dr. Brotherton said.
A decade after medical liability re-
form was passed, physicians are re-
turning to Texas, according to the
TMA. Since Texas voters passed
Proposition 12 in 2003, Texas has li-
censed more than 28,000 new physi-
cians, an average of about 3,135 per
year. And many of these new doctors
are filling the gaps in high-risk areas

such as obstetrics, Dr. Brotherton
said. Since 2003, 35 rural counties
have added at least one obstetrician,
including 16 counties that previously
had no obstetricians.

There’s no evidence that having an
active plaintiff’s bar in a state pro-
motes safer medicine, Dr. Brotherton
asserted. “Good doctors are going to
where they are wanted,” he said.

mschneider@frontlinemedcom.com

Perceived risks, not damage caps, drive defensive medicine

BY MARY ELLEN SCHNEIDER
IMNG Medical News

hysicians’ fears of malpractice lawsuits appear

to drive them to order more diagnostic tests,
even in states with medical liability damage caps,
according to a new study in Health Affairs.

The study, which linked survey data on physi-
cian perceptions of malpractice risk to their order-
ing data, found that physicians had higher rates of
diagnostic imaging ordering for patients with low-
er back pain and headache if they were more con-
cerned about their malpractice risk. But the
researchers did not find that defensive ordering de-
clined when states enacted tort reforms such as
damage caps (Health Aff. 2013;32:1383-91).

“Our paper suggests that physicians’ self-report
of their defensive concerns may have a stronger
impact than was previously suspected, but it defi-
nitely doesn’t answer the question of specifically
how strong that effect is,” said Dr. Emily Carrier, a
senior health researcher at the Center for Studying
Health System Change. Dr. Carrier is an emer-
gency physician.

The researchers examined the use of diagnostic
tests, referrals to the emergency department, and
admissions to the hospital for ambulatory patients
who saw a physician with complaints of chest
pain, headache, or lower back pain. The re-
searchers said they chose these conditions because

they represent a range of underlying problems,
and because physicians have considerable discre-
tion in how they treat these cases.

Patients with chest pain had a significantly high-
er chance of being referred to the emergency de-
partment, rather than having an outpatient stress

test, if their physicians had a high or medium level
of malpractice concern. The researchers also ob-
served somewhat higher ordering rates for ad-
vanced imaging and hospitalization by physicians
with higher malpractice concerns, but the figures
were not significantly higher.

Headache patients whose physicians had high
levels of malpractice concern were significantly
more likely to receive advanced imaging than were
those whose physicians had a low level of concern
(11.5% versus 6.4%). But rates of conventional

OKUZMA/ISTOCKPHOTO.COM

imaging and hospitalization were extremely low for
headache patients and were not associated with the
level of malpractice concern. Also, the researchers
failed to find a significant association between the
level of malpractice concern and referrals to the
emergency department for headache patients.

Patients with lower back pain were more likely
to receive both conventional and advanced imag-
ing services if their physicians had high levels of
concern about malpractice lawsuits, compared
with patients whose physicians had fewer con-
cerns. There was no significant difference in the
likelihood that these patients would be admitted to
the hospital for their complaints.

The study also found that damage caps don't
seem to be impacting defensive medicine practices.

When the researchers analyzed Medicare claims
with the state data on the presence of medical lia-
bility damage caps, they found that services often
went up in states with caps. The finding may be a
case of “reverse causality,” the researchers said. In
states where there are high levels of defensive
medicine, lawmakers are more likely to adopt a
damage cap.

The retrospective study includes Medicare Part
A and B claims data on nearly 1.9 million benefi-
ciaries who received services from 2007 to 2009.

The National Institute for Health Care Reform
funded the study. The authors reported having no
conflicts of interest.
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In just six minutes Shape® can help drill down to the root cause of exertional
dyspnea — right in the clinic. Shape is simple, objective and intuitive. With
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